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Xfi7/^nt&!l, R 14 ^-H-Cfe«3> D 15 ^-H Xtt^ft^ftltife&ft'CV^Tfc 
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2 


-(CH 2 ) 2 OH 


Br 


ASINEX (BAS03 17975) 
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6-^ fvwsMM/v* y /v^j-jvyi-y ^-jW y 5 v^-4-7 5 y s 
<ol ; 

&^l< nR 25 tm&Zftx^xh £^&BTfr*/\'X*fo%-m$: (i i) x^ 

/VT'fc?)-^ (II) -C^£ft<5t°y ^^^3»f$X^^^»^^fF^ 

3-(2-{[2-(4-^n^-7^^/V)-6-^ ^-/Hf y $ VlsA-A JV\T $ y }^/V)t°V *J 
y \-Jr*yV\ 

2-{[2-(3-^ n u-A-7;V$-v7^=. /l/)-6-^5vV t° y 5: ^V4-^^]7 ^ / )^5> 
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3-(2-{[2-(4-^n^7^-/V)-6-^^/Vt°y 5 i?y-4-4/v]T % J }^;V)t° y v> 
3-(2-{[6-^ fvW2-(3,4,5- b ]) 7/Vt0 7!^V)t ]) * )V\T % J 

3-(2-{[2-(4-7* B ^ 7 1 =/V)-5-7/V^-o-6-^ 9vH:° V 5 v>>--4--f /V]T 5: 7 } ^ 
3-(2-{[2-(2,l,3--< > 9 ir * f" y"-/V-5-f A>6- * TvW tT U 5 5? /V] T 

3-(2-{[6-^^-2-(3,4,5- h V 7 ^^-^W 5 VyA-J >V\7 5 7 }^ 

2- {[6-^9vV-2-(3,4,5- h!/7/VtP7i=/l/)^y5 /V]T ^ 7 }^ 

7-/K 

3- (2-{p-(3,4-^7/U^-o 7 ^=;^)-6-7< fvl'tf P 5 /V]7 5; 7 t" 
3-(2.{[2-(3,4-^7/^^ D 7 x ^/U)-6-xf ^ t° U 5 /V]7 5 7 fc° 
3-(2-{[2-(2,5-^i7/V;t D7x ^/V)-6-^ t" V 5 ^-4-^ /W]7 ^ / t° 
3-(2-{[2-(2,5-^7yV^"P 7^)V)-^.^)V\f V $ i?y-4-j JV\7 % 7 }3L^;V)\f 
3-(^{P-^U-^<^3/*dF.^i?7'>/'-yV-5->f ^-e-atf-zVtf IJ 5 ^-4-^/107 
3-(2-{[2-(4-^ B P -2-7;^0 7x ~/U)-6-* f-frW 577-4-^/V]7 v/}x 
3-(2-{[2-(4-^ nn.3-7^07i=^ fvWtf y ^ W 4-4 1^7 % 7 }^ 
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3~(2-{[2-(4-y p u.3-yMa-7zc=./^y6-^f/U\i°]) ^ ■yy-4-l' ;V]7 % J }^ 

[2-(4-y*p y ^^)V)-(y**f-)v\?y % /y][2-(t o y ^y^y/v)^^] 

[2-(4-^' p y a — /ix-)_6-^ fyi^ 1° y $ y-4-y /v](y y ~f^-?vyr 5 y s 
p.(4-y o*7x ~/v)-6-y ^a- fc° y 5 tvyy? v^l/zf-}V)T % y, 

3-{[2-(4--/d^7^^^)-6-^ *f- /Vt°y ^ v?y4-^;V]7^ /}t°p/^ h JJ/V\ 
2-{[2-(3,4-^ v p ^cc-A^y ^/Vt" y ^ v?y-4-^;V]T 5; / y — /K 
2 .{[2-(4-^ p p 7 ^c^^)-6-^f-/Vt° y 5; "J>VA-A /V]7 5 / / — 

2-{[2-(i,3-' < ^y*^^-^ y- ;v . 5 .^ /v)^.^^/nf y ^ /v]r s: y 

[2-(i ) 3-^^y , y^-= 3 ry-^-5--r/v)-6-^^/i't°y 5 W-a-a MtfyiTAsyr 

[2-(4-y c p y ^ ^,v)-6- t c y s: v?y-4-y /i/jc^r y -ff-zvyr % y ^ 
2-{[2-(3-y p p y ^^/u)-6-^^/w e y § Wa-4)V\t % J J —/k 
p-(3-y p D7x=;i/)-6-xf;vt" y * ^y^-f/v]^ y^f^)7 5: y, 
p-(3-y p p y ^^;v>6-y f-/vtf y ^ ^yy-4-y /v][3-(t° y -y y-3-y ;y>^ p t° 

2-{[6-y ^/v-2-(3-= h p y * t° y ^ ^y-4.y /v]t — /k 

2-{[2-(3,4-v ? y p p y ai^/k)-6-^^t: 0 V $ v?V-4--T/V]T ^ / y — /K 

[2-(4-y p^ey ^n/k)-6-a:^/vt 0 y 5: Vy~4-A/u](ya tvyjr 5 y N 

p.(4- y n * 7 3i ^;k).6-^^/v b° y s; -y y-4-y /v][2-( fc° y v 5 y-3-y /v)^^] 
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[2-(4-7p^E-7 a -;V)-6-^^/Vt°!J 5; ^-4-^/V}[2-(fc°y v»y-4-f A-)^^] 
7^>\ 

(T y /V)[2-(4.yp ; t7x^/V)-6-3:^f y 5 /U]7 5 >\ 

[2-(4-/P*7i-;V)-6-if^tl 5i?>-4.^;l/][(7h7t Kn7 9^-2->T 

;v)^fvv]7^ 

[2-(4-7 P^7i n;k)-6-^^yV t° y « v? y ^fV)T % y , 
[2-(4-/n*7i-;l')-6-if/l't a y 5 ^^-4-^/^(2,2-^^ "f-jVfxi \f/V)T 5 

[2-(4-^n^7i^/V)-6-^^Vt°'J $ ^^-4-^^3(3-^ b^X/P tf/U)7 S ^ 

1- {[2-(4-'/n^7 3i^/v)-6-^^vt p y ^yyA-JtvyrKJ^fis-i--*— /K 

3-{[2-(4-^ P * y a n/>)-6-^^/V t° !J 5 v> V-4-T /V]7 5 / } 7° p /^y-1,2-^ 
/K 

(R)-2-{[2-(4-7'p ; e7 3i^;V)-6-^^yvi;°y v^y-4-^/V]7; /}7°P^°^-1- 

(±)- b7^^-4-{[2-(4-7P^-7ac=/V).6-^^fc°y 5 v?y-4-^/U]75 
P^df-'U-/— /K 

2- {[2^2 > l 5 3-^yy^^f-v > 7 > /--^-5--f/V)-6-P<^t o y 5 j?^-f^]7 5 

3- (2-{[6-y ^/v-2-(3-- h p y rc^/v)t° y 5 ^>-4-^]7 $ / }^^/v)t° y 
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3-(2-{[2-(3,4--^ n d7x^)-M ^>VtT y ^ ^y-4-^/V]T §7 V 
i?y l-^-^rv-K, 

3-(2-{[2-(3-7 DP-4-7/^n7x=/V)-6-^ y 5 ^y-4-^A]7 ^ 

3-(3-{[2-(4-^p^^^^/v)-6-7^t°y ^i;y-W;v)T? /}:/Pfc°/V)fc°y 
^ l-^i/K, 

3-(2-{[2-(3-^ o P 7 x=^^ fvH? y 5 v?y-4-l'7V]T 5 J }^;V)\£ V *J 
3-(2-{[2-(3-^ n p 7 a ^/V)-6-^?7l/t° P 5 JV\T % J )^iV)^d V *? 

3-(2-{[2-(3,4-S^ n P 7 x.~sV)-6-^/W V 5 )V\T % J }^^)^ 9 

3-(2-{[2-(3-^ dp-4-7/^d 7x^)-6-ifyVt 5 9 5 v 5 y-4-^ /V]T 5 / }^ 

f-/v-)fc°y i-^s^k, 

3-(2-{[2-(4-* p p 7 a -/U)-6-p« y 5; v^-4-f /V]T 5 7 t° 9 ^ 

3-(2-{[2-(4- 3-K7i -/V)-6- fvV tT V 5 y-4--T /V] 7 5 / } ^ 77»0 t° U 5? 

5 -(2-{[2-(4-^P * 7x=/V)-6^ ^/Vtf y 5 jV\7 5 7 J^fvW) t" y >^ 

y-2(lH)-;^ 

3-(2-{ [2-(4- 7*0*7* =/V)-6- 7 ^ tT y 5 V-4--T ?V\T ^}7"p t° y 
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3-(2-{[2-(4-^ xx P7i^)-6-xf;Vt"!) $ i?y-4-4 $ / }^A)^V *J 
3-(2-{[2-(2,4- 9 J P7i =/U-)-6-^ fvW fc: 0 y 5 l> /l/]7$7}i fyl/) tT 
3-(2-{[2-(2,4-^7/V^- p 7 a: =^)-6-3tf-/u t" JJ 5 ^^-4-f ;P-]T 5 / }x?yV) t° 

y^ i-^ixK, 

3-(2-{[2-(3,5-v ! 7;V^-p 7x^^)-6-^ 7VU tf y 5 ^^-4-^ }V\T % / 
3-(2-{[2-(4- ^pd-2-7 - D7x ~/l/)-6-rc ^-/v fc° ]) * *? /V] 7 5 J } ^ 

^w)t°y^v i-^^k, 

3-(2-{[2-(6-^ b b k° y ^y-3-^ ;V)-6-7< f/Vb? y 5 ^-4-f A-]T 5 J 

b°y v 5 ^ l-t*VK, 
3-(2-{[2-(6-^ B u try ^y-3-<yV)-6-3:^/Vf y 5 ^-4-^ ?V\7 %J}^)V) 

t°y i?> l-^s/K, 

3-(2-{[2-(5-^P ; f-2-7;VtP7x^>6^ fvHf y 5 ^^-^/V]7 57}x 

^)k°y >>> l-^^h\ 
3-(2-{[2-(5-^B^e-2-7yV^-B7^-/i/)-6-^^/l/t: 0 y ^ iV\7 5 / }^ 

7VV)k°y^ l-^v'K 
3-(2-{[6-3i^/U-2-(2,3,5- h JJ 7^n7x-/V)f y 5 v?y-4-f ;V\7 $ / 

3-(2-{[6-^ ?vV-2-(2,3,5- h V 7 ;\>*vy ^~jV)¥ ]) 5 S?V-4-lVV]7 5: J 

3-(2-{[2-(3,5- b * 7 3i ^/v)-6-^ ^/v tr y ^ ^ i/-4-^r ;v]T 5 y }=£fvv) tf y 
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i?y l-^-dri/ b\ 

3-(2-{[2-(3-^ C2 B.5.7;^o7x=/V)-6^ ?Wfc? y ^ i^y-4-y /V]7 5 / }^ 
3-(2-{[2-(3-^o ^-5-7/v^-n y^=.;vye-^ *f-;v\? y * >V\7 % / }^ 

■^fy^y i-*h^Ks x«^^»^(crp^^tb6^ ; 

3-(2-{[2-(4-^n^e 7x^;v>6-^ fyV t° U 5 v>y-4-y 5 7 }^^/^)t° JJ 5? 
y 

2- {[2-(3- /U^" D7i ^/V)-6-3: fvW fcT ]} % ¥ y.4-4 As\7%S}^9 

3- (2-{[6-/- ^/W-2-(3,4,5- h y 7;lof-P 7rc^/V)t° y ^ v?y-4--f /V]7 $ / }^ 

y s?y 

3.(2.{p^4-7*o ; e7x=/V).5-7/^n.6-^ fvVbT y 5 S?^-4->T/V]T 5 7}^ 

3-(2-{[2-(2,l,3-^yy ? ^=¥^^T/-/W5-^/l')-6-^ fvH^y 5 ^y-4--T 

3-(2-{[6-^^7V-2-(3,4,5- h y 7yVto 7 ^~>V)\Z y 5 $?y-4-«Y/V]7 5 / }^ 
>V)W i?y h\ 

2- {[6-m^/V-2-(3,4,5- h y 7JV*u y*.=-/v)t°}) $ ^y-4-^ /1/|7 ^ J 

3- (2-{[2-(2,5-^7^P7xr^).6^ ?vHf y * ^y.4-f/V]7 5 7 }^/V)fc° 
3-(2-{[2-(2,l,3-'<y "SttWT jV)-6-^;V fc° y * y-4--f ;V]T 

5 y }^^/v)t°y ^y i-^y K\ 

3-(2-{[2-(4-^ n n-2-7^tP7ix;l/)-6-^ fvVfc? y 5 i?y-4-^/>]T 5/}x 
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^VV)fc'JJ^ l-^v'Ks 
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3-(2-{[6-p< 9vW2-(2,3,5- h V 7 JVjrv 7 }) * }V\7 ?7}^f 

±(Dmm^-r^o ^o-c, (id -e^^^s^-a-^^ »i~5 

Km^tstiZik&Mo i Met"!) s: i?y4&©7 5 /£#ESJ##at*Tf«ft£ 
tu5^^«jfc< , ^ms^w^^tL^-fb-a-^o^p^t 0 !; ?^y6Wy7 

£fct>*V\, £fc, (II) ^^Ste-a-Wcte, ^6^7^ 

(I) Xtt (II) T*&nSte#fcteoV^£fcfc»W1"Si:* SX 
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[|ftT;^^yj c 1 _ 6 (DT/v= 3 r/vc9 2{ffiS£E l *U *#ftJfcW:fll*. 
ffp<f-^>\ ^i/^ ^ptw> /fvy, ^yfuyfK ra^F-f v 

^n^i/fvK ^ n-^vvK ^ o;ty fvK y /utf/i'— ;K Tf-wf' 

rry-yvj c W4 3 s©«iib7j(liw 1 liS^t * 

-T5^yy/K fy/U/K ^f-^P^K f-T s /V/K 77if-/K try 5? 
/K t'7^K ^t°y^K try^/K t°y$v?/K t°7i^K -Y^Fy 

/k -fy-r^Ky/K -CKy y/K ^yy^^/K 

y-fs^yy/K ^y^/y/K ^yy^^tyy/K ^yy^ryy/K -< 
>-y^-^f-^ryy;K ^yy/K yy^yy/K ^py^/K ^y/^*tr 
=^,k 7^7v?^k ^7^y^-/K ^y^f-y^/w ^-7-yy^/K -y 
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y/y^/K ^yy^yy/K s<vyi?***s~/K ^/s^*-***- 

*v y/K -o-y^^-9-yy/K y/K -<^/^^T/y/K 

^yy/K ^-^^F^yy/K ^y^yy^K yp^=/K ^yy'v^yy 
;k ^y/^^y=/K ^y/yt^rt if^tfe 5 , * e> u < 
t-k/k 4 * ^y y /k t° y ^/k Ft" v ^ y y ^ 

K*U JMfci$tU3mtf, t'py^/K xbytFnyy 

; v,7h7t KPW!J;KfF7t Kn^fc°y~/K 4 ^y*yv*=vK 

r/Nd^vj itm y^D, yp^, a—K^rffeHS. 
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dS&j, R 21 fcSSttS r^^• : e^*m^n-CV^Tt>J:V^T!J-/v^L<^W 

mtsftznwk&tvxit, $kTo (i) ^ (s) ^znzm&m-fbti 

<S D TR A j -OH, -0«T^*/K loXti20©«r/V^tI 

(1) /NP^y ; 

(2) -oh, -o-r\ -o-ry-/K -oco-r\ t^y (=o) ; 

(3) -SH, -S-R\ -S-TV-JK -SO-R\ -SO-T y -/K -S0 2 -R A > -SQrTy- 
/V, loX(£2 0(DR A ^«£tLT^T^£V^/l'7 7^^ I 

(4) 1 oXtt 2 o« R A «^ V^T "b J; V ^7 ? / , -NHCO-R\ -NHCO- 
T y -/V, -NHS0 2 -R A , -NHS0 2 -T y -/K ~ h P ; 

(5) -CHO, -CO-R A , -C0 2 H, -C0 2 -R A , 1 oXtt2otf> R A xmmtlX^X 

(6) -OH, -O-MT/V^r/K 1 o^ft 2 o«7;V^V«^Tl/^ 

(7) -OH, -0-M7/V3VK lo^2 0<7M£^7/V^/V^«m£tVT^T 
^J;v>T5/,/M^^y^t/R A ^^^6l¥J; , 9 51^^tb6lo^±coX 

(8) ±ib (i) (?) fc*$*ts**as£o^*ft*i^±0a^ 
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ffSStlSWHitb-Ctt, -hIB (1) #M (7) |^$tb5S^tfbtt5o 
ffi&Si: ur^y (=0) £B£<o 

y vm&&Wic.^< y* v ^tti^J %MMi-z> 0 

(i) xtt (i i) x^n^^n^M^i^w^^m^^ 

£ f , % d) x» (I I) ^Sti5ft^ttS^t5i^t)fc 

^tu5 0 jwewkiwu &*« 1Mb***, 3^«mm, «at y^* 

#©fc*BH»* ^ ft** ^p^yE ^ai>*, =»'^** 
tWv** ?l*x p^* f@^*, ?^ym, tvywfcy 
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*v mm^xy. %\YM4*y, *7\mj*y, 

x. w*.rtfflM*y* mwm-y, yymj^-y, ^m^f^y^<omm^ 

*y y 7* at— K 7**— K yvttl—hs ^*7-K vPt- 

t^-c#5 0 ^vfyikVdJtyeiz, ^im-f^ryxitB^im^^rytm 
Wfc'frfcfcwu ^flcrtft^v^fcat^ti/T-jKS: (i)xtt(ii) -e^£ti 

^Sr^fife-t-SSt Ltfi, Prog. Med. 5: 2157-2161 (1985)fC|B«^iX"C^ 5 
HJI|#i£l990^fiJ rEUfnOfSISj 31 7# *HHR«- 163-198 **l 

-«5fc (i) ^l<« (id ■es%*tts^b^*xtt J t©«[tt^ *©as*# 

■CftlSfrtS 3. #Tfctt*tt*t¥ft*0ll*1- ; 5. fcfc, 111©! 
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^Sr^f5^t«t, ^feOftftSiUUm^^y (Greene) RXfi 
$ v y ( Wuts) HF, TProtective Groups in Organic Synthesis (third edition)J fcfBft 

<ffMR«fc> 

R 2 2 R 2 

I 3 9 HNR 4 R 5 I D 3 

H R 4 

(1c) (1a) (I)Xtt(II) 

(5£tf\ R 1 tffl&<0 R n yj* R 21 Sr, R 2 teffftS© R 12 Xtt R 22 R 3 fifrife^ R 13 
Xti R 23 R 4 ttl63fi© R 14 Xtt R 24 R 5 fiUftifc© R 15 XI* R 25 XttOX 

^mm-m da) -e^^ti5E«?rW-r§ tr y s vymmmzttu ^ db) 

^$ft57Sl'3fi£#£fftB£* % (I) XII (II) T^SftSfll 

{b##) (la) mSZfi^MilifCtt, Kfc&ttTtefc^Tfb 
(lb) ©r^yi£o*#JIS^i*fcHZ©?!5"eiBiIiL5 5*«:*!*U 0**. 

3r v\ p — ^;i/xyxM-/i/t*^0 J: 5 ft 7 y — A^yVJiw!'** '>3£* s 

ik&m (la) Ht?s* (lb) kvBLj&n. nm^tcmnmri^ 
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(THF) , t^^if-^, i^<£m-7vVgt ; ^ * 7 -/V (MeOH) , 

(EtOHK 2-:/n/V~/VTOTA'3-/Hi ; 7± h U;K 
-?VW}vW>,T5 K (DMFk l,3-^f;V-M5^/y^;V (DMIh v 5 ^ fVV 

^/^^rv-K (dmso), i^h^\^^h(om^mm^mibM 0 

^» y ? ^mommr^* y , mtfr&i- h v ^ife*** y * a^© 
»tR*t/u^ y , h y xf/i^r ^ >\ >v y t^n^/wr ^ vmo^M. 

7^ym&m?bthZ>f)K (lb) WiiUS-em^S^iitT'tSo kjs 

fl^^>^t:^osm^JiS##^t J: Vgte%fiKffi%®20 °C~fa 180 °C, 

0* U < 60 °C~$J 130 °C-tfc5o 

ifrg-fe da) mtutt (ic) -e*£*i5t o y ^^y^x^t'y ^v 5 ^^- 

ymmW^m^-oX, ^p^V^/ete*/^ -/WW'S - £ £ ct «9 

^/Sfc&tt^p^wt^ m^mt^m (ic) tJr*vmwy, 

fllx.ffY^^^X'fc^^O'fb^ (lc) W^yxM^nDK, 

p- h/n^^/p/j-^/i^ n y h\ MJ7/^p^^y^^oy 

(lc) f±^^!(Z>^ 0iJx J. Am.-Chem. Soc, 74, 842, (1952), Chem. Ber., 
95, 937, (1962), 5g= L < & J. Org. Chem., 29, 2887, (1964)^|Emo^Xf*^n k 
lcm£ttmz.£<0'£-i&i-Z)Z.ktfX*%Z> 0 £fc, (lb) ttrffflRSftT 



J 
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<%~wm> 




R 3 (1b) 



HNR 4 R 5 



1 




D 1 -B(OH) 2 
(2b) 




(2a) 



(I) Xft (I I) 



sac (2a) T?*$n5JK«a£«r^rr«tr y ^^ft^t^u * 

(2b) -c* SftSaRa ^IMR»**f^ffl ntm<D R n x« R 21 masv^T A 11 
Xte A 21 U D u Xfi D 21 W1I&3ih/TV ^"Cb V — 

/vxra35r##s^ foi^*«©-M (i) x« (i i) r^$ti6{^ 

fc-fr* (2a) i-fb-fr* (2b) iOKfStt, ttJBE*fcW3llPJET^ «<7)^# 
jvm, T-feb-hy/K DMF, DMSO, **>*WH: £ftfc©j^afiftj&«i*tf fe 

M-g^Mf, Kj££#^J:<9^ft5#\ °C~^ 180 °C S 

b< (4^ '60 °C~$J 130 tTfoSo 
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5550236 flr\Z.&Mi$frtcM t m)<Oh<D&m^ ZtkX%% 0 

\\&m (2a) mx.\iik&m ow t& (2 C > ^^§2o©«i^t 

te««Mb£tl (la) h\Y&m (lb) ^©RJt^ffiXttijifeHUPCyt^ 

-uses, (i) xij (i i) x^£tiz>^<-Dfr<D4k&m$, sx±(d 

t^i/ K=3ry !J /^IfttS^aSi: ITS, «rjEXf**DJET> «©W 
& y(ox. 5 /j;ad ^Wb^b7K*«, r-fe h ~ h y /k ^ h vi> 

ol^Iff (mCPBAh ^©««t> £L<H^«:/flV\!i^Jfc** 

war cast's «„ R&agrau i^k^oii, R£&ftf*teJ:0Sfc3 

il^-20 °C~^100 °C S £?3;L<te^0 °C~&160 tJ-CfeSo 
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m^-t^o lot, -M (DXtt (II) Tvt^51^I)MC 
( 1 ) 4 y y#Mit#ffl$J£f*i& 

24K7U- M-2X10 5 ft / ft (0.4 ml) J; 9 MIN6 M$&&^^fc (i# 

J&fi 25 mM jTVVs — * A 9 © DMEM FCS £ 10%fdft 5 «t 5 K^D ^fc & © £ 
m^tc) a 2 BfdaiT^tf^^ff^ 37°C^Bt*fc2.8mM^/V=3- 
*&"£tf KRB-HEPES (HOmMNaCU 3.6 mM KCK 0.5 mM NaH 2 P0 4 > 0.5 mM 
MgS0 4 > 1.5mMCaCl 2 > 2mMNaHC0 3 s 0.1% BSA, lOmMHEPES (pH7.4)) 1ml 
-C-Jg25fcV\ H3iBHKr% 1 ml £A*lT 30 #7I,M 60 37 "CXM' 

-<-hb7c 0 ±M®f»T^t°l^-^-X'^^, 16.8 mM ^/V3-*£^tf 
KRB-HEPES & & * 1 0 ^M » b 7c t> <£> £ 0.5 ml foJ» £ % 

22 37 «CTM f^a'*— b Lfc 0 ilBf-^^/V^^ U 2.0 yl-2.5 |U £ PBS 
50nl«|RbT, 7-9**7^ ^yyRIA^yb (77^ 

v^r-Tj/^ayltl) SrJlV^tfeftLfc, tHft^b^tt 100% DMSO \C 
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mm U ttit& 0.1%-Ctt Lfc„ Stttt DMSO Sr 100% _ Lfc _ § ^^l^bT* 
(SE2) 











No1 


150 


Ex1 


159 


| No 3 


144 


Ex 6 


138 


No 4 


143 


Ex 54 


154 


No 6 


143 


Ex 188 


151 


No 7 


145 


Glibenclamide 


122 



(2) ^y^y ^*i|»ffiiJ»^ 

S'&mOffl&fc. &m&m&mfe&ft (Nature 284, 
26-32,1980.), ykR$<D£<<DW9Z%fc£<9W9Z£tlX^Z> a t^B^llr&fSSffi 

_ LTft&;h,5«#©*>* (cis) i^yMiv^^j' ho^^y y_ 

fc^-O 5'^?i.$iJWJi(-t>*iit#^UTVN6 (Diabetes 44, 1002-1004, 1995.) » 

# (*m_WT?f4, -342 _+37 ©ffiifc fc^+l (4 Proc. Natl. 

Acad. Sci. U.S.A. 95, 11572-11577, l998.^^$tlfcfe^±^^IIM^^^1-) 
t h^V A DNA (Cat. No. 6550-1; Clontech*±) %fflV^T 5MH0K: Hind III 1M K 
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3'W\Z Nco I 1M h^T'^ 5 £ D \Z. LT PCR if *IU 7*7^ 5 K pCR2.1-Topo 
(Cat.No.K45500UTA ^ P-~y^y*xA;mvitrogen*±) Rl^ P-~y ^ L 
7c c PCR <£t|i|§^#te&tf>a 9 -?£>£ 0 DNA ]) * 7— if (Ampli Taq DNA *K 
U t< 7 -if ; Applied Biosystems *±) ^fflV^T 1 ^ /Vfofc !9 94 °C-C 30 £tylQ 2 
« DNA U 55 °CX 30 #P B l7°7 -f Lfc 1 DNA \Z.T 

y^£it, m%m% 12 t^i#r B iDNA#ssjS£ii-s 0 m£3of--r 

mffindm (SiSat) iNcol (S?@it) ^fflV>T«-T5 £ £ (dct 19 7°7* 5 
VfrbmmWiK*ty<0 tt)U J^yy ^y—^m^^ttjzfy 7.^ K (/Vv-7^ 
7 -if^*-pGV-B2, Cat. No. 306-04831; y^r) <D/Vv-7 :c y-if jffc 

^Ol^ Kyo Nco 1 1M fi:^:cD5'±^«g-r5Hindnif-'l' M^p- 
~y^Lfc 0 ?P-~y^Lfct Wy*y y^n*- ^-O^SSa^ifi. 
7^^ — 5^-* — (dideoxy terminator) DNA v— ^yf— 

(ABI377 DNA Sequencer; Applied Biosystems |±) trffl^T^ Lfc e - «fc 0 
Lt, t yy"n^-^—U^-^-y°7 7 5. K pIns-Luc380 C£TF, 

7*7*5 KlnsPro £#i*Uc 0 ft*3, ^7°7;^ K£»£$EA 

u ^©7°7*5; Kfc-^ti-sy y*y yyp^-*-^#^«te£;fttu^ 

NIT 1 fflfljg 4 X 10 4 h7y^7x^->3 yf$^ (FuGENE6; Boeringer 

Mannheim *±) £fflV^, ±|E^^T^Lfc7°7^ 5 K InsPro £ 10ng*A 
U 96 7^7° M-MUt (Wfl, lO^JfcJMlf (FCS) 
3^fe^-^>tf±ft (DMEM) X«:F-12i&ili3£/8Wc) 0 18~20 Pfffi 

J#»U ®fttftLfcW^*^J)Di, 5%C0 2 «T, 37 t Cl?24P#P H ^ 



t 
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^ft^y h ; JfC?^ y=*r) XlflBlfcgfll (ML3000 microtiter plate luminometer; 
Dynatech Laboratories *±) £J1 V ^» Lfc tttMfr&ttfi 100% DMSO \mM 
U OBttt b/c 0 DMSO £ 100% t bTc t # (DWJfcT-ig b 

fc 0 ^rW^^^3(C^-r o 



(^3) 











Ex 128 


469 


Ex 167 


430 



(3) Eft^x&Pltfcflmifc 

1 MF^ii^WLfcICR^^^ (It, 6Mif» £ 18-20 B#|ffli&&£U »«J 
m t VXm^tc 0 $.mt&y>)n 5%*° V \fvyf V /V-5% Tween80 
MZ^s 5 ftffi (Nateglinide fi 30 ^fttf) I- 10 mg/kg rertS-^- 

(NateglinideMt>l^»Jl 8 6^t^l 9 7}COV^•C(iSP^) Lfc„ ^/V 
^-^A»30^B#o»PCT-t-^jta.«jgT^ (%) ^«b^c 0 ^CD^m 



(^4) 



its® 


iiiT$(%) 






No1 


27 


Ex 197 


28 


No 2 


32 


Ex 337 


33 


Ex 186 


25 


Nateglinide 


26 
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*%W<Dm.m*. (I)Xtt(I I) t^^«»li«±^ 

mnmmikfrm^bhz, mm&^ mm, %<Dfa<Dmm\*m^x, m 
mm, x&mi m, 'mm, mm^^.^imu^o^-rMmmx 

&ott «fcv\, 

*%miz.£zma&*<otiMmtm}&®k\sX\*. mm, mm, mmm 

m, iii^y 3w-^ ; vv/^^<dmk 7^ b-*^<D£^fbgij> ^ 
/u* ^ ^mxnr^y^ym^<D^mimx^M^m^^^x^xh 

«itb3ij> ®w©^5^Mib^j> ^m, psmm 

%^vx\^xh£v\ 

m, %mm%^irz>o ymvmmm, mwmMWAt\,x\t, w%.\tmft 
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'£©J:5fcl&j**tt, B&JBffl, W£'J> 

jiff 9* h-**<&£j&ffc8k W^^JXtt^^lbffl^^^W^*^^^^ 

iv\ rft&ri-wa.ww? 1 !' r^w^/wr mwno^&x 

Ifgn^o^i 0(DS#iiiJAlAfcfc!) 0.1-500 mg ^I^t, 

j&A lAfcfc 9 0.01-100 mg«i^> £*L*l|Ilifc$vVfJ2 75 
£4teHc#ttT#-£-f5„ ft* ttS'J^^«bt, HI* 

4-^n^y/= h y /l' 18.20 g % * dd*M 300ml WEtOH 100 ml ©ift 

«#bfc 0 «W*tfcf> »*fcftilry*-9A 48 g&tfEtOH 
400ml £riP?U mU.X 3 H fWUfc, £jS*tfc7j< 300 ml *1&XtzM EtOH £ 
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22.91 gSr«S6H*iU"C#fc. 

3>4 . (^^^-y) -<y^ b y;v25.0 g> 50% t Ko^v^vr^zK 
«25mlWMeOH500mlom^^> 70 °CT4«Wtfc 0 
g*Lfc*,'*aEt7K300naSrJP?t«faibfclifr«r*^ TKSfeLT, N-t 
*$/-3,4- (^vy^v^) ^XT5^27.83 g£&£.®#£ U"C#fc, 

N-fc Kp^-3,4- (^V^**^) ^XT^V 27.83 g, 17.49 
ml Rtftf® 300 ml ©S^ftSrSfiT? 5 H#W»# Lfcfc, 10%^7 ^ * A4B#& 
* 4.11 g *to***#H*TSaLT? 3 #MJ*#Lfc. KlS««r«fflb«^Sr* 
aSi^-^^^P^ttlU/c@I^?r«U-C, 3,4- &*f-W 

v^^) ^<yX7 5 ^XfffflWft 32.40 g £$S£ti$£ tt#f:. 

4-^p^-<^XT^^^«^14.13g(DMeOH250ml^^b y b 
* *S K9.72 g £miE^30M«^ T-fe fvW.50 ml £*Px.60 °G 

-C20l$IW«#Ufc. ^«(-7K^TT-lMHCl7K^400ml^nx., ItWUc 

2-(4-^n^7^^/V)-6^^/V-3H-fc'y 5^-4-^ 

13.98 g UC#fc. 
##M 7 £ IHtl^ ##^J 8 ~ 1 0 <Dik&%0%'&K. o 

1 1 

4-^ n ^ yXT 5^ 472 mg, 7° n ^Atx^ 0.27 ml © EtOH 5 ml & 
60°C^#ffi.m> KOH 175 mg <D EtOH 4 ml 15 ^IHJ-tfRTU 80 °CTr 

6B#^»bfc 0 M}^MiMHCl7KWi0mi»x., *faufclBfc«:« 
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#%#J 1 2 

2 .(4./o^7x=^)-6^ <?jv-m-t? y 5 ^y-4-*v g.so gxw^ft V 

^ 80ml 80 TCt'2^i#Lt *tt«r»BE«*Lfc^ &«Efc* 

7X 100ml ^lMNaOH7R« 150ml ZMKM*., WWbfcBflc«r«UR, zMfe 
UT, 2-(4-^n^7^^/V)-4-^tin-6-^^/Vt o y 10.13 g<HB£@#fc 

##$J 12k lH«(-> 13-15 Ofc&to&'&fro 

1 6 

4-*nn-2-(2,3-v^ h * ^7x^>6-^ fvUtT !> $ W 1-29 g * * * 

9 V 50 ml -78 1M HjUfc***^* n n ^ ^ 10.0 ml » 

^ M^18#M*#Lfc. S«l-78 < C-eMeOH30ml«TU^ £ 

y 1.44 g *ft£IB# L"C#fc. 

1 7 

HC1 30 ml <D 2-7" o /V -/V 90 ml 2 B#IKUft# bfcm. ft£ 

M^y^/K^i^o^ h^^- (^i^^:EtOAc) -C»»UT, 
p a -2-(4- 1 Fp^^^x^;^-^ fvvt 0 y 5 ^ 4.30 g 

##$J 1 8 
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2,4- P 5VWt°y ^ W 5.00 g, p-T^^v 5 ^ 3.78 g,£.l/ b V 

4.30 ml 0 2-7** /V 50 ml 70 °CV 14 ttHQftft Lfc 0 M£ 

MffiS* Lfc$^ M(-7K 200 ml 7k 30 ml ^^JPx. EtOAc "Cttffl U 

fc 0 «* Srl&fn^K-c^ t M g so 4 -eftflfc 

y7°P bf/^-T/V 120 ml »^Lfftti Lfcl^»tt, N-(2-i7 
d p-6-^^t°y ^ ;W)-p-T = ->^y 6.12 g %M&mVEt LX'&tio 

1 9 

60%7kSHb7" h y ? J±Mftmfc 90 mg © DMF 15ml «{C, 7K^T"e N-(2-^ 

p y 5: ^^--Y/^-p-T^^v'ysoomg^p^ffi-eis^wW 

L/c^ 3 tit* 570 mg *JP^WC 1 B#lflHi#Lfco KJ&^Tk^P*. 
EtOAc -ettffi Lfcfc, ^mm Srftft****Cft» L MgS0 4 tfc 0 

EtOAc) til! LT\ N-(2-i7 P P ^JV t° y ? v>>--4-^ /V)-N-^ fVU-p-T = 
v-v ? ^430mg £3i&@f££ UX#fc 0 

2 0 

3-(2-T SI / oi^-jV) K°])i?y 8.64 g (D THF 200 ml 7§fe, ^TT'^-tert-T^ 
/V^7V^- h 16.21 g fcJP*.|Pli&1? 10 ^|HJ, itt 30^^Wtfc o W 
£}$JEW* Ufc^, ^iSJ-Tk 100 ml Rtf 1M NaOH 30 ml Sr^Px. EtOAc 

*UT> 2-(t°y 5?^-3->f /V)=t^*/W<5 y^tert-^^/V 15.90 g £}f£« 

###J 2 1 

2-(t:° y ^^-3-^ 7V)^^7k^/W^ 5; >-^tert-y>7V 15.90 g©^Pn ajvVis 300 
ml TiCftTt? 75% mCPBA 17.90g teMZMMTZ 1 ^i&T? 30 ftfflffl, 

#«U S«^ISMW7K^7jPX.i7PC I ^7V^-ett{±lt/Co 
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7KTifcfr'L MgS0 4 Vim UfcSL . Lfc. RttSr y # 7 

A^nv^77^- (^nasfc/Kk :MeOH) ■tfHMStLT, 2-(l-^^ 5 
^y-3-^/l/)3i^/V^/W^^ VSft tert-^^/W 12.51 g ^ffeitftt Lt#fc 0 

###1J 2 2 

2-(l-^^K^y i?y-3->f/V)*^*^5^» tert-^/V 12.51 g t 4M 
HCl-EtOAc M 150 ml ©iB£&££fi"C 30 Ufc. Lfc 

^iCv^fvio^r/^OO ml »X^fttlUfc:@{$:«^UT> 3-(2-T5 
y ^fvV) t° y v 5 ^ KIISI 8.40 g Sr^feafr t ttUt 

##$J 2 3 

TK^bP f!7W^^ 1.15 gWTHP 50 ml W?l^l-> *^Tt2- 

TT?7K 2.5 ml ^.t> 4 «-7" h y C A 30 g ^JiH» 7^ h»l Lfcfk M£ 
MEW* UT> (2-P< fvH? I> /V)* 9 J -A' 3.87 g £$cjtfi«^ £ b 

###J 2 4 

#fttf t *=/l' 23 ml K7K&TT-(2-^ ^ f y v? y-3-^ W * / -/V 3.86 g Sr 
jDtatt 15 #Ha»#Lfc 0 60 ml SrJD*.flSI«Sr«£Ee*b 

fctfU a^(c«afpmW7jc^Px.EtOAcX^ttlUfc:o >fr$ll£l&fn«7R^i5fc# 
UMgS04T?<a»Ufc«, *ttfc»EE«*Lfc. #b^a-a-DMF70mli:v- 
T y -7 A 3.06 g ^rJliM^P^-. iMt 18 ^f B lP Ufc 0 KfSttK:* 200 ml 
Srflq*., EtOAc t^nn*7^W^#«T'ttaSbfco 
ft* U MgS0 4 Lfcft* Lfc 0 «««r V y # 7A^ 

P vK77^- (^f" V : EtOAc) It, (2-/ fA* * x ) )V) 

T± b~ h y /W.23g £ft&«#3£ UT#fc 0 

2 5 
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60%**^^- h V V&mftftW 3.60 g (D THF 80 ml mtfr* 3-tT U h 
- h y /W.76 g SriDtSfi-C 2 mmmWLtc^ y WT'H TvV 11.86 g 
SrJna.&ifi'T? 13 l» L7t 0 KJftffifcftzK 200 ml EtOAc T'ttttl Ufc 

ft, «jP^^n^«-C'»bMgS0 4 T*$^L/c: o M^M^LT, 2- 
p< 9vV-2-(t' y ^^-3-^ /V)^^ k°^-n h ij ;V 5.99 g t UT#fc 0 

2 6 

(2-7< ?7H? y i^-3-^ /V)T-fe h ~ h y /I' 1.20 g © EtOH 15 ml TkXfW*— 
3 mliSt, ^-^y-jr/l' 1.5 ml ^^Stffl^TSfC 

^^). 2 -^ ^/v-t° y 1.05 g frftjft&fflttfe £ LT=f#fe 0 
Rf : 

Data:^«ftr-*, FMS : SC*##rr-* (#KfE*^ ft v>»&tt, 
FAB-MS(M+H)V-*) > NMR : NMR 7=W ((CH 3 ) 4 Si ZmmMt U 
^(ClE*^ v vjf^KS: DMSO-<4 &R|£j8ft i -T 5 'H-NMR |C*J § fcT- * 
<D 8 (ppm)) , 

Salt : & (HC1 : HBr : JUbfcSflfcSfcx AcOH : ffclfctk ox : -Va ?SfctiL 

fMBM : 7y-#)> 

Structure : {fc^Sf^ Et : acf7K tBu : * — y -^/V 0 
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(*5) 



Rf 
(Salt) 


Structure 


Data 


1 

(HCI) 


T 

ifT NH 2 


FMS:199,201. 


2 


NH 

CI Y\ A NH, 


FMS:173. 


3 


F T 

F'V 
F 


FMS:175. 


4 


NH 

r^Y^T NH 2 


FMS:163. 


5 




FMS-.181. 


6 

(AcOH) 




FMS:165. 


7 


Me 

Br jQV° 


NMR:2.31(3H,s),6.32(lH,s) 5 7.74(2H,d),8.0 
7(2H,d). 


8 


N^ 


NMR:1.21(3H ) t),2.58(2H,q),6.27(lH,s),7.5 
8(lH > dd),8.10-8.25(lH,m),8.35(lH,dd) 5 12. 
25-13.00(lH,br). 


9 


Me 

5prx° 

F 


FMS:241. 
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Rf 
(Salt) 


Structure 


Data 


10 


Me 

■COT 0 


FMS.-229. 


11 




NMR:6.30-6.50(lH,br),7.74(2H,d),7.90-8. 
20(3H,m),12.75-12.95(lH,br). 


12 


Me 


7(2H,d). 


13 




TsTNyTR-l infill A 9 7 ^fiflM 7 5 

8(lH,s),8.31(lH,ddd),8.38(lH,dd). 


14 


Mp 

F 




15 


Me 


T7A/TQ-7A7 


16 


Me 

OH 


NMR-2 30f3H 6 78HH ft 6 96HH dd") 7 
62(lH,s),7.70-7.80(lH,m). 


17 


Me 

l\ 


NMR:2.50(3H,s),6.88(2H,d),7.40(lH,s),8.2 
0(2H,d),10.09(lH,s). 
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(*5»f?) 



Rf 
(Salt) 


Structure 


Data 


18 


Me 

Hi r^Y 0Me 


NMR:2.24(3H,s) > 3.75(3H,s) ) 6.46(lH,s),6.9 
5(2H,d),7.40(2H,d),9.68(lH,s). 


19 


Me 

Me 


NMR(CDCl 3 ):2.20(3H,d),3.43(3H,s),3.86( 
3H,s),5.90(lH,brd),6.98(2H,d),7.12(2H,d). 


20 


0 f> 
H 


NMR(CDC1 3 ): 1 .43(9H,s),2.8 1 (2H,t),3 .32-3 
45C2H m) 4 50-4 80f lH,br),7.24flH,dd"),7. 
53(lH,d),8.46(lH,d),8.48(lH,dd). 


21 


H 0 


NMR(CDCl 3 ):1.43(9H,s) ) 2.79(2H,t),3.25-3 
46(2H,m),4.60-5.00(lH,br),7.12-7.19(lH, 
ro),7.20-7.26(lH,m),8.08-8.14(2H,m). 


22 
(HCI) 




NMR:3.01-3.22(4H,m),7.75-7.87(lH ) m) 5 7. 
95-8 06(lHm) 8 10-8.50GH br),8.65-8.75( 
lH,m),8.81(lH >S ),9.50-10.79(lH,br). 




Me 


NMR:2.41(3H,s),4.51(2H,d),5.24(lH J t),7.1 
9C1H ddl 7 69C1H dd) 8 30C1H dd) 


24 


ncJCn 

T 
Me 


NMR(CDCl 3 ):2.58(3H,s),3.71(2H,s),7.20(l 
H,dd),7.69(lH,d),8.49(lH,d). 


25 


nc >< JCn 

Me Me 


NMR:1.74(6H,s),7.47(lH,ddd),7.95(lH,dd 
d),8.57(lH,dd),8.77(lH,dd). 


! 26 


H 2 N^f N 
Me 


NMR(CDCl 3 ):2.57(3H,s),2J0-2.85(2H,m), 
2.85-3.40(2H,m),7.07(lH,dd),7.43(lH,d),8. 
37(lH,d). 
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. mmmi 

2-{A--fn^y^=.jV)A-^ n 7Vl>tf !) v^y 284 mg, 70%^^/VT 5 V 

?mm 1 ml RXfi MeOH 2 ml <D&&to&&M.V 2 M» U *WT? 60 °Ct? 3 
f$m«ts 70%^/VT 5 VTkM 1 ml ^^P^Hi- 60 °CT? 5 B#H9fc#Lfc 8 
MfciWMk 7X10 mlSrin*.. ffttJU/tH#Sr*a, 7KSfeUT, N-[2-(4-^n 
^E-7^^/^)-6-^ tVH? y 5; ^imhVI^TvVT ^ y 198 mg SrMfeSftt LT 

4-{4-[(2-t Kpdf-yxf;v)7 5 y ]-6-7< TVVfc" P ^ S?y-2->f /W^&^BM 
;V 100 mg, lMNaOH >fc$ffi 1 ml 2&tf MeOH 4 ml 50 "Ct? 1.5 $|H|tt 

#Lfc 0 ^m^M, lMHCl7K^lmlW7X3ml»^, WtHtfcH^ 

7K^fcur, 4-{4-[(2-t Ko^«>xf/i/)T5 yj-e-^TVutfy 

4^)%&mm 70 m g ^ifen^ Lx'&fto 

Tk^WJ-V-kT/V^ — pj* 10 mg RXf THF 10 ml ©jl^fefc, ^TT? 

4-{4-[(4-y hdri>"7^^/i,)T^y]-6-y^/n; o y 5 ^y-W/u}SfcA*tt^^/w 

90 mg aat? 2 mmmn Lfc. im hci m^ii* 

(EtoAc) -etttHLfc#, til ^l&fp^^Tk-esfe^ L 

Tf^*f-yZmtVrmLtcmfcZMl&LX, 4-{4-[(4-p< h^>>7x^)7^ 

y]-6-y^t°y ^^y-2-^/u}^<yp/vr^^-^a mg <Sr&t&@ft£ lt# 

2-{[6-7<^7W2-(4-=h0 7 3 i^/V)ey 5 v 5 y-4--f7^]T5 y}^^y-7l^ 2.04 
g (D EtOAc 50 ml RXfi THF 50 ml flSSKtC, 10%^ 7 S> ? AJB^^ 350 mg Srflllx. 
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2-{[2-(4-T 5 / 7 ^;V)-6-* fvVbT y 5 *? is -4-4 )V\7 % / J r-A* 1.80 g 

mum 5 

2-{[2-(4-r ? j y^-/vy6-t fvi^t 0 V 5 WA-itvyr 5: s s -/v 230 

mg,2,5-^p< Y*ci/7-Y7K Kp 77 V 140 mg 6 ml ©jft-gHfeSr 100 °C 
T' 1 NfWa#Lfc.?§iSESr«iE«*U*:ft,aa£lc lMNaOH*#tt«r*n*.EtOAc 
-etttiiLfCo ffl«?r^fP«*-e»t MgS0 4 -C&flfeLfc8K gfjKSrWEW 
*Ufc 0 ^^WyA^^b^^^tltlllt, 2-{{2-[4-(l- 
h°n y /i/)7x^]*^f/H^!) 5^y.4-^;V}7 5 /H80mg 
fc 0 

N-(2-^ n a-6-y ^/Vt°y 5 v^-4-^ /V>p-7=v/^y 300 mg, 4-^ 
7^^/V^D>'Sl220 mg, *J9 PP[l,4-t^(^7i^^7^ y)^^ ^ 
7^ 17 A 32 mg, h y "7 ^ 250 mg, h/l^^iOmU EtOH 4 ml jftlfijc 5 ml 

Oi^^PlIST 6 Ufc 0 KJES«K:*Sr*n^ EtOAc -Cjftffi U ^ 

TO &*&UWn&&*TiK&i£# L MgS0 4 -eft* L/t«, W^MBEW* b 

fc 0 rnktei/ y # yvv* 7A^o?^77^- c^^-y- ^ : EtoAc) x-WM l 

X, N-[2-(4-^ h^r-77i ^/V)-6-^ tT y 5 v'^M-'f A<]-p-T~ V v> V 140 mg 

H3fe0ij7 

N-(2-^ p 'J 5 ^y-4-^f/V)-4-7/V^o7= y V 135 mg, 2-(^ h 

KV)7i B Vie 150 mg, ^BP [1 ,4- tf *( 31 cs/Hfc* 7 ^ 

>0^* i? $ & 20 mg N ^Mfe-*" h y «7 A 120 mg> r /V^ ^ 15 ml, EtOH 3 ml 

RXfT^S ml«:JBV\ «M97 £ RUROiftf^Srffo-r 4-7/^n-N-{2-[2-(^ h 
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*>y* h^i/)7i^]-6^f/VbfU 5 j?y^;v}7=!Jy 150 mg £#fc 0 
-C9t>W^4M HC17XW10 ml^.t>*2-^D/V-/V20 ml £7JD?U 50 0 CT 3 
H#f H m#tfc 0 KJft» 1M NaOH 7YMW.*1$7L EtOAc -ettffi U «l*7h 
S:t>WP^7XT*JilM»^bMgS0 4 -e^Ufc^, ii£gfc£»ffi®*Ufc. 
tCvM y7°n tvvrn— x/vSTJ ? ^^i^>'*A0^ ; tffaibfc@^l:«b-C>4-7/V 
^n-N-[2-(2-k Kn^v-7^^V)-6->^/Vt°U >^4-^f;V]7^!)y 76 mg 

mmms 

2-(3-{[2-(2- / h**/7^=- ^)-6- * y ^ ^] T S / } 7 * = 

/V)-N,N-v^ fvVTir h 7 5 K 170 mg Rtf k' y S?>Ufflfttt 1-50 g 

200 ■c-c2o^ratn#ufc. RjswKfiw^ftJp^-EtoAc-eiftaufcii, ^$si 

&jfcRtH^**fek'T?tti* b M g S0 4 -Cft* t fco »«ESr»EE«* LfcflU » 

*V!J#W5A^P^ h^77^(^P*W : MeOH)-CftMbT 
2-(3-{[2-(2- k Ko*V7s= /l^)-6- ^ k° y $ ^-4->T /V] T S J } 7 * = 
;V)-N,N-v?^f/VTt hT^ K&#fc 0 EtOH, ^-TfrRTf 4M 

HCl-EtOAc^Sr*P^> tftti UfcHft«& LT\ 2-(3-{[2-(2- k Ko*V7* = 
/V)-6-7« fvv k° y 5 v^-4-^ 7V]T ;/}7i :^)-N,N- ?vW7-fe h T $ K 
jfttttt 80 mg %'&tc 0 

mmm iwovu* 7A^^^ 7 7^ ~-c\ »m 119 w^-a-w 

UfclMIKtt, (3-{[2-(2-k KPdf^7^-/k)-6-y^7Vk°y 5^^-4-f 

/V]7 5 J } 7 -iV^m. 15 mg £#fc 0 

2»J 1 0 

2 -(4-{[2-(2,4-v ; y. h dp- *S7 aL~jV)-6-j- 3vWk° ]) ^ JV\T % J }? 
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J -ju 290 mg RTfi 48%mbzK&lfe 20 ml <DW&&&. 100 °CT* 14 P#W 

Lfco $tt&ttEEtf £ »itKHSWM*«r*P*. EtOAc -CttfcB Ufc. 

^pvF^77^- P P /JvVA : MeOH) -Clf^UfcOfe, ^V^ofA' 
^-T^S.^^^^»x.fTttitfc@^<lr«UT, 4-(4-{[4-(2--/p^^f- 
;P)7i^]7 5 / }-6-^ ^-/VtT !J 5 S?y-2->f /V)-<^if 72 mg 

H» 1 1 

2^4-7 , n*.7i^V>4^ cz p-6-t< fv^t 9 y v^7.1 mg * ^-2- 

yl^ fvVT 5 V 28 mg (DW&m* 80 'CT? 13 B#^»Ufc#, DMF 2 ml Rtf 
PS-^yXT/l'ft K(Argonaut Technologies f±$k 1.22mmol/g)205 mg 

fvv t° y 5: i^-4-f 31 ^-2-^ /v)^ fvvr s: ^ 9.8 mg £#fc 0 

£ffi$l 1 2 

4.^ p p-2-(3-^ P P-4-7/^P7 3in7V)-6-^f-/'Vfc o y 5: v 5 ^ 200 mg, 3-(2- 

75/ if/v) tr y ^ j/-n-*# > k rttM 779 m g , y 9 a 1.02 g &t>* 

1,3-S^ fyW2-< 5 »*J;*4 ml <Dm&Vs& 80 °C-C 22 B#fffl&#Lfc„ & 
SKlJfc?^ * 15 ml #.t>* 1M NaOH 5 ml £7JP;t EtOAc "ettHlLfe. * 

a® **Xt5l&f P^^7K t?t5fe^ L MgS0 4 -Cftjft L1£&s JSftESrJRJEE©* tfc. 

T 3-(2-{[2-(3-^ p P-4-7/V^P 7 ^~JV)-6-^^^ V 5: v^-4-^ /P]T 5 / } 

xf^fy^y K 159 m g znn&mPtk LT#7t 0 

HJfe^J 1 .3 

2 .(4-^ p^7x ^/V)-4-^ P P -6-/ f/UX y 5 9 J> 2.00 g, 3-(2-T 5 J ^?VW) 
t°y^y2.50g, *M y7 P Pf/V3:^T5> / 962mg, $?tf-3MJ-^20ml&tf b 
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10 ml £JSV\ nmW 1 fclH^Sfe#^oT[2-(4-^o^7*^V)-6- 
^^Hf y * ^y-4--r;V][2-(3-t°y v?/W)^f-;V]T 5 ^ 1.42 g -©fc© 
(O? P a 20 ml 75% mCPBA 1.40 g *aqx.gi&"T? 22 
75%mCPBA0.20 g $rJP;USlC 13 B#M*#Lfc. RJ»*KH&ft»* 40 ml SrJD 

fc. P * 7^^D-7h^77^- (^nn fc/Kk : MeOH) T?» 

ft LT, 3-(2-{[2-(4-7* p ^7 m^/V)-6-^ =f /Vt° 9 5 M7 5 / 

\?v^y \-***y K l.n g £ft&«^ t-c#fc 0 

§«4 1 4 

1M =*fc***5?*n*;**^**'5 ffllfc, 7K^T-C2-{[2-(4--7'P*7^ 
-fryH* b y * ^^-4-^ ^J^y-^^ ^mm. 429 

mg SrJPiLSfflt? 8 JE^^T"? 1M =Aft* **** OP ^ y 

1M NaOH ?mm 30 ml & 7JD X. EtOAc "Cttttl Lfc 0 =t$SJl * MgS0 4 1« L 
M^WW7A^n ? h07^ (^pp 

*/W,:MeOH) ^»Mbfc 0 »fc*tfclH&i » 57 mg EtOH, 7"feh~M> 
/i/RW»«^« 16 mg £7JP;L> flfffibfcHft&ra^^^&W***^ 
2-{[2-(4-^ P^7x ~/V)-6-( tKo* ^ ^) ^ 9 - ^ y - 4 "^ ^F^^ 
/ ~;V i/a. Vmm. 18 mg ftfifel&tt* i b-C#fdo 

|«J 1 5 

478 mg RTfi 4M HCl-^^f->1S« 10 ml SiTC 21 B#Mfc# Lfc e 

Rrt?*^^=t^*-^50ml SrJpA.WaUfcJl'HcSrWUt:, {[2-(4-^p^ 
7x^v)-6-x^fc°y v^^;v]75/}^ *H*424mg*r«l*telB# 
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$mm 1 6 

K-[2-(4--7v*7*=-^y6-*?-^t°y *VV-A-y( >V\^#V-\,2-VT%V 242 
mg s WC* * 60 nK h U ^/>T ^ V 0.16 ml THF 5 ml <D% 

£«J«\ SaT?5^|«»#lfc. £J&fc7Kl5 ml EtOAc "T?ttttiU 

7h«283 mg t£ EtOH RTfii/*. !7^71 mg SrJPfcfcfts WW Lfc@ft£»L 

H« 1 7 

2-(4-y a ^ 7 * ~A>4- ^ p o -6- / *f->\> M V 5 v 5 y 1 .00 g % T W" b U £ A 
2.21 g WTi? h ~ h V 7V 20 ml <om&m* 80 5 0 |HW# UfctK Tir h 
~ h y /V 10 ml 1,3-v^ ^/V-2--f 5 W V y 4 ml tr^^HtC^^t? 28 
H^»tfc 0 E««80ml^D^|ffttit/c:@f*lr«, zKifcLfc. #btt 
fc^HfelSft 0.66 g h V 7=.~fl'*X7<( >- 0.72 gXtfTHF 15 ml SrSP*.^ 
fi^ 4 ISIHIIJM^ 7X0.41 ml «rJq;UEKMT? i8i#ra»#Ufco R*S*fc* 
50 ml &:AP X. EtOAc tittlU, «« Sr MgS0 4 LfcflK 
Lfc 0 jfiS*^!) * b^7>f- (^f-y : EtOAc) t»I 

LfCo #e»nfc«Sfe*fitt@#1.13giff»600ing, 7K 10 ml EtOH 10ml 
3 0#P^MMLfc o gS.«M>^fP*W7X 120 ml fcjpji EtOAc 
-Cttfflbfcc ^M^MgS0 4 ^«t«, i®KSr«0E«*Ufc. JHSSr^y 
# ?A>a-rh^77^- (^^MfV : EtOAc-? a a zJvVA : MeOH) 
"CflUJU-C, [2-(4-yo ; e7i^/V)-6^f/H: o y $^y-4-^/l/]r^y 558 mg 
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mmm 1 8 

n-[2-(4-^d ^ 7 =-ju)-6-^ fvv tr y 5 * ^-1,2-^7 5; y 307 

mg, = a T -ym. 1 35 mg, WSCD gQftft 287 mg &t>* THF 6ml CD?I£^ £^.1: 
1 B#F^WU^ 0 K«lC7X 20ml EtOAc Lfc 0 ^MSrf&MW 

7XS^»^7K-C»LMgS0 4 T^tM^ ^#£«EW:feLT, N-(2-{[2-(4- 

340 mg Z'$kn&mWk LT#fc 0 

MM 1 9 

^■/U]7^y\45 mgRU^J-uyisT^y 2ml<D^^l£ll0 'Ct? 11 BHDS 
# Lfc 0 MfcftJfrft, EtOAc 20 ml 1M HC1 fcffiR 20 ml -Cflbffl Ufc 0 

jJc^Ie: 5M NaOH 7Kf» 5 ml Srfln*.* o a jJvW A-(?JfctH&, MgS0 4 "CftSfcUS 

A : MeOH : 28%7 y^-Tzk) tfl bfc # btltiM&tbW;® 66 mg EtOH 
B.Xfi*S3.9Wt 28 mg tr^Px., If ttj L fc 11 # £ EtOH ^feSSSLt^ 
N-[5-(2-{[2-(4-^ n^7x -;V)-6-* *f-)V fc° y $ 5? y.^ IV\T % J }^f-/V) tf y 

^ffi^il 2 0 

4.(4-7<f-7v--6-{[2-(i-^-^rv' Ktry *?y-3-<< )V)^)VY7 % j }t°y s: ^y-2- 

-Y^)&A#fi6 399 mg, \,V-^;V^j^M 5: 369 mg, THF 8 ml RXf 

S?Wy5 ml om&m* 60 "CfcflPfiU 

28%T y^-=T7k 8 ml *^iLHfcmTIIWa*#byk,^%J«E«*Ufc«, 
v- y * 7 A * pv} ^77^ — (-^ n p /JvWA : MeOH)T?|f^ It, 

4.(4.^ ^7v-6-{[2-(i-^-= 3 ry Ktf y ^y-3-^7V)3i^7U]r ? / } t° y $ -yy-2-y 

ivy<vX7 % K 110 mg £3£&g|®:<h fC#fc, 
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mmm 2 1 

N-[2-(4- -fxJ^y^=. ;V)-6- ;* fvVtf U 5; v 5 y-4-^T ^]-( t" y 5? ^-3-^ /V)^ 
% V 84 mg, 3 ^/V 15 ^1 10 ml 4 

B#raW^> 3 9^b^ ^ 60 ul ZMx.mUX* 4 0 NL S(C 3 ^b^ fvl' 35 jil 
*Jn*.HRl6 BIHfflBfcbfc. Lt\ 3>7{b 3-{2-[2-(4-:7p*:7* 

=/k)-6-^f;vt°!J 5 i/^H'yVT^y^^/VH-y =?vi/fc o y V-VJ* 100 mg 

Ex : H M#-5§\ 

Salt : % (HC1 : HBr : |Wb7)c#S6*^ ox : ?Bfe& W&fc :7V~ 

R 3 \ R 3 \ R 33 > R 3 \ R 3S , R 41 : -K^W (nPr : J yW/U^/Hf /K iPr : 
^ y^°n fcVK cPr : n^n fcVK nBu : //W/K/fvK iBu \<<V7 

nPen : //WvW^fvK cPen : ^7 P^i/^/K cHep : 
yf^vK nor : / adam : naph : i-yf'/K pipe : 

fc°^ y S/^/K mor : ^e/V^ U /K pyrr : fc°P U /K imid : 5; JJ /K 
Fur : 7 y /K The : thia :f-T^]) /K Py : t°0 $^/K oxPy : 1- 

ir$r*S Kt'U v 5 ^, bthio : ^y/fx=/^, bthia : ^y/fT/D/K 
imidthia : -f 5 ^y*[2,l-b]^T /y /K quin : ^7 U =/K oxquin : l-^^ 
K^/ y^/K Ac : TirfvK di : ^ tri : Y V 0 BMoltJWfcWH: 

£^ UtEo T.^Rtf 5-Br-2-The fit 5-^n^-^^7 :n V-2--T 
-(CH 2 ) 2 OH tt 2-fc Ko df5/3t^Sr^-(CHa)2-(2-Me-3-oxPy)tt 2-(2-* ^-1- 
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Kb" V i?y-3-4 /V)x^;i/Sr^i- 0 ) 0 

(*6) 



' I I • 
H 



Ex ! 
(Salt) 


R 31 


R 


R 


rMo 


1 


4-Br-Ph 


Me 


Et 


292. 


2 


4-H0 2 C-Ph 


Me 


-(CH 2 ) 2 OH 


274. 


3 


4-(HOCH 2 )-Ph 


Me 


4-MeO-Ph ! 


322. 


4 


4-H 2 N-Ph 


Me 


-(CH^OH 


245. 


5 


4-pyrr-Ph 


Me 


-(CH 2 ) 2 OH 


295. 


6 


4-MeO-Ph 


Me 


4-MeO-Ph 


322. 


7 


2-HO-Ph 


Me 


4-F-Ph 


296. 


8 


2-HO-Ph 


Me 


3-(Me 2 NOCCH 2 )-Ph 


363. 


9 


2-HO-Ph 


Me 


3-(H0 2 CCH 2 >Ph 


336. 


10 


2,4-diOH-Ph 


Me 


4-(Br(CH 2 ) 2 )-Ph 


400. 


11 


4-Br-Ph 


Me 


-CH 2 -2-The 


360,362. 


12 


3-Cl-4-F-Ph 


Et 


-(CH 2 ) 2 -3-oxPy 


373. ! 


13 


4-Br-Ph 


Me 


-(CH 2 ) 2 -3-oxPy 


385,387. 


14(ox) 


4-Br-Ph 


-CH 2 OH 


-(CH 2 ) 2 OH 


324. 


15(HCI) 


4-Br-Ph 


Et 


-CH 2 -C0 2 H 


336,338. 


16(ox) 


4-Br-Ph 


Et 


-(CH^-NHSOzMe 


399,401. 


17 


4-Br-Ph 


Me 


-H 


264,266. 


18 


4-Br-Ph 


Me 


-(CH 2 ) 2 -NHCO-(3-Py) 


412,414. 


19(ox) 


4-Br-Ph 


Me 


-(CH^-Ce-CHzNCCH^HNVS-Py 


427,429. 


20 


4-H 2 NOC-Ph 


Me 


-(CH 2 >,-3-oxPy 


350. 


21 


4-Br-Ph 


Me 


-(CHzVO-Me-S-PyY) 


383,385. 



WO 03/026661 
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(«7) 




Ex 
(Salt) 


R 41 


R 32 


R 33 


FMS 


Syn 


22 


-H 


Me 


-H 


230. 


1 


23 


4-Me 


Me i 


-H 


244. ! 


1 


24 


4-Et 


Me 


-H 


258. 


— — 


25 


4-iPr 


Me 


-H 


272. 


1 


26 


4-nBu 


Me 


-H 


285. 


1 


27 


4-tBu 


Me 


-H 


286. 


— ! — 


28 


4-F 


Me 


-H 


248. 


— 1 — 


29 


3,4,5-triF 


Me 


-H 


284. 


— l - — 


30 


3,4,5-triF 


Et 


-H 


298. 


— 1 — 


31 


2-C1 


Me 


-H 


264. 


1 


32 


3-C1 


Me 


-H 


264. 


1 


33 


3-C1 


Et 


-H 


278. 


, — I — 


34 


3-Cl-4-Me 


Me 


-H 


276(M-H)". 


1 


35 


3-C1-4-F 


Me 


-H 


282. 


— j— 


36 


3-C1-4-F 


Et 


TT 

-ri 






37 


3,4-diCl 


Me 


-H 


298. 




38 


3,4-diCl 


Et 


-H 


312,314. 




39 


3,5-diCl 


Me 


-H 


298. 




40 


3-Cl-4-OMe 


Me 


-H 


294. 




41 


4-C1 


Me 


-H 


264. 




42 


4-Cl 


Et 


-H 


278. 




43 


4-C1-3-CF3 


Me 


-H 


332. 




44 


4-Cl-3-N0 2 


Me 


-H 


309. 




45 


3-Br 


Me 


-H 


308. 




46 


3-Br-4-F 


Me 


-H 


326. 




47 


4-Br 


-H 


-H 


294. 




48 


4-Br 


Me 


Me 


322. 




49(ox) 


4-Br 


Me 


-F 


326,328. 




50 


4-Br 


Et 


-H 


322. 




51 


4-Br 


nPr 


-H 


336. 
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PCT/JP02/09350 



Ex 
(Salt) 


R 41 


R 32 


R 33 


FMS 


Syn 


52 


4-Br 


iPr 


-H 


336. 


— I — 


53 


4-Br 


-CHF 2 


-H 


344. 





54 


4-Br 


-CF 3 


-H 


362. 


— - — 


55 


4-Br 


-CH 2 OMe 


-H 


338,340. 


— - — 


56(HBr) 


4-Br 


Bn 


-H 


384. 


— - — 


57 


4-Br-2-F 


Me 


-H 


326. 


1 — - — 


58 


4-1 


Me 


-H 


356. 


1 


59 


4-CF 3 


Me 


-H 


298. 


1 


60 


4-C0 2 Me 


Me 


-H 


288. 


— - — 


61 


3-NO2 


Me 


-Jtl 


Z /*+. 




62 


4-NOz 


Me 


-H 


275. 




63 


4-S0 2 NMe 2 


Me 


-H 


337. 




64 


4-OH 


Me 


-H 


246. 




65 


4-OMe 


Me 


-H 


260. 




66 


3,4-diOMe 


Me 


-H 


290. 




67 


4-OCF3 


Me 


-H 


313. 




68 


4-NMe 2 


Me 


-H 


273. 




69 


4-Ph 


Me 


-H 


306. 






Ex 
(Salt) 


R 31 


R 32 


FMS 


Syn 


70a 


cHex 


Me 


326. 




70b 


2-nor 


Me 


338. 




71a 


2,6-diCl-Bn 


Me 


312. 




71b 


4-Br-Bn 


Me 


322. 




72 


-CH=CH(Ph) 


Me 


256. 




73 


1-naph 


Me 


280. 




74 


2-naph 


Me 


280. 




75 


5-Br-2-The 


Me 


314. 




76(ox) 


benzofuran-5-yl 


Me 


270. 
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Ex 
(Salt) 


R 31 


R 32 


FMS 


Syn 


77(ox) 


2,3-dihydrobenzoftiran-5-yl 


Me 


272. 


— - — 


78 


5-bthio 


Me 


286. 


— j— 


79 


indol-5-yi 


Ayfp 
IVXC 






80 


1 -Me- 1 H-benzoimidazol-5 -y 1 


Me 


284. 




81 


1 ,3-benzodioxol-5-yl 


Me 


274. 




82 


l,3-benzodioxol-5-yl 


Et 


288. 




83 


2,3-dihydro-l,4-benzodioxin-6-yl 


Me 


288. 




84 


3,4-dihydro-2H-l,5-benzodioxepin-7-yl 


Me 


302. 




85 


2,l,3-benzoxadiazol-5-yl 


Me 


272. 




86 


2,2-diMe-2H-benzopyran-6-yl 


Me 


312. 




87 


2,2-diMe-2H-3,4-dihydrobenzopyran-6-yl 


Me 


314. 


4 



(*9) 



EX R32 



Ex 
(Salt) 


R 32 


R 35 


FMS 


Syn 


88(ox) 


Et 


Me 


292,294. 


1 


89(ox) 


Et 


Et 


306,308. 


1 


90(OX) 


Et 


nPr 


320,322. 


1 


91 


Me 


cPr 


304,306. 


11 


92(ox) 


Et 


cPr ! 


317,319. 


1 


93 


Me 


nBu 


320,322. 


11 


94(ox) 


Et 


nBu 


334,336. 


1 


95(ox) 


Me 


-CH 2 CH(Me) 2 


320,322. 


1 


96(ox) 


Et 


-CH 2 CH(Me) 2 


334,336. 


1 


97(0X) 


Et 


nPen 


348,350. 


1 


98(ox) 


Et 


-CH(Et) 2 


348,350. 


1 


99(ox) 


Et 


-CH 2 -tBu 


348,350. 


1 


100(ox) 


Et 


-CH 2 CH(Et)CH 3 


348,350. 


1 


101 


Me 


-(CH^-iPr 


334,336. 


11 
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52 



(£9 fat) 



Ex 


□ 32 

R 


D 35 
R 


rlvlvj 


oyn 


(Salt) 






102(ox) 


Et 


-(CH 2 ) r iPr 


348,350. 


1 


103(ox) 


Et 


cPen 


346,348. 


1 


104(ox) 


Me 


cPen 


332,334. 


. 1 


105(ox) 


Et 


-(CH 2 ) r tBu 


362,364. 


1 


106(ox) 


Et 


cHex 


360,362. 


1 


107(ox) 


Et 


2-HO-cHex 


376,378. 


1 


108(ox) 


Et 


trans-4-HO-cHex 


376,378. 


1 


109 


Et 


l-HO-3-adam 


428. 


1 


110(ox) 


Et 


-C]gH37 


530,532. 


1 


111 (ox) 


Et 


~CH 2 CH— CH2 


318,320. 


1 


112 


Me 


-CH(Me)CH 2 OH 


322,324. 


11 


113(ox) 


Et 


-(R)-CH(Me)CH 2 OH 


336,338. 


1 


114(ox) 


Et 


-(S)-CH(Me)CH 2 OH 


336,338. 


1 


115(ox) 


Et 


-CH(Et)CH 2 OH 


350,352. 


1 


116(ox) 


Et 


-CH(iPr)CH 2 OH 


364,366. 


1 


117(ox) 


Et 


-(S)-CH(iBu)CH 2 OH 


378,380. 


1 


118 


Me 


-CH 2 CH(Me)OH 


322,324. 


11 


119(ox) 


Et 


-CH 2 CH(Me)OH 


336,338. 


1 


120(ox) 


Et 


-CH 2 CH(Et)OH 


350,352. 


1 


121(ox) 


Et 


-CH 2 GH(Ph)OH 


398,400. 


1 


122 


Me 


-(CH 2 ) 3 -OH 


322,324. 


11 


123(ox) 


Et 


-(CH 2 ) 3 -OH 


336,338. 


1 


124(ox) 


Et 


-CHaCCMe^CHzOH 


364,366. 


1 


125(ox) 


Et 


-CH 2 CH(OH)CH 2 OH 


352,354. 


1 


126(ox) 


Et 


-(CH 2 ) 4 -OH 


350,352. 


1 


127 


Me 


-(CH 2 ) 5 -OH 


350,352. 


11 


128(ox) 


Et 


-(CH 2 ) 5 -OH 


364,366. 


1 


129(ox) 


Et 


-(CH 2 )2-0-(CH 2 ) 2 -OH 


366,368. 


1 


130(ox) 


Me 


-(CH 2 )2-OMe 


322. 


1 


131 (ox) 


Et 


-(CH 2 )2-OMe 


336,338. 


1 ' 


132 


Me 


-(CH 2 ) 3 -OMe 


336,338. 




133(ox) 


Et 


-(CH 2 ) 3 -OMe 


350,352. 




134(ox) 


Et 


-CH 2 -C0 2 Et 


364,366. 




135 


Et 


-CH 2 -C0 2 tBu 


392,394 




136(ox) 


Et 


-(CH^-CCbH 


350,352. 




137 


Et 


-(CH 2 )2-C0 2 Et 


378,380 




138(ox) 


Me 


-(CH^-CN 


317,319. 




139 


Et 


-(CH.^-CN 


331,333 
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53 



(«9«#) 



Ex 
(Salt) 


R 


R 3S 


FMS 


Syn 


140 


Me 


-(CH 2 ) 2 -NH 2 


307,309. 




141 (ox) 


Et 


-(CH 2 ) 2 -NH 2 


321,323. 




142(ox) 


Et 


-CH 2 CH(OH)CH 2 NH 2 


351,353. 


! 


143(ox) 


Et 


~(CH 2 ) 2 -NHPh 


397,399. 


j 


144(ox) 


Et 


-(CH 2 VNMe 2 


349,351. 


j 


145(ox) 


Et 


-(CH 2 ) 2 -NHAc 


363,365. 


j 


146(ox) 


Et 


-(CH 2 ) 2 -NHC0 2 Me 


379,381. 


16 


147 


Me 


-(CH 2 ) 3 -SMe 


352,354. 


n 


148(ox) 


Et 


-CCH 2 ) 3 -SMe 


366,368. 




149 


Me 


4-F-Ph 


358,360. 


n 


150 


Me 


3-(HOCH 2 )-Ph 


370,372. 


n 


152 


Me 


2,3-dihydro- 1 ,4-benzodioxin-6-yI 
3 J 3 — i 


398,400. 


n 


153(ox) 


Et 


Bn 


368. 




154(ox) 


Et 


4-F-Bn 


386. 




155(ox) 


Et 


4-Me-Bn 


382. 


1 


156(ox) 


Et 


4-MeO-Bn 


398. 


! j 


157(ox) 


Et 


-(CH 2 ) 2 -Ph 


382,384. 


j 


158(ox) 


Et 


-fCH 2 V(4-F-Ph) 


400,402. 


1 


159(ox) 


Et 




418. 




160(ox) 


Et 


-fCH?V(4-Br-Ph) 


462. 


! 


161 (ox) 


Et 


-(CH9Vf4-Me-Ph) 


396,398. 


1 


162(ox) 


Et 


-(CH 2 V(4-HO-Ph) 


398,400. 


j 


163(ox) 


Et 


-(CH 2 ) r (2-MeO-Ph) 


412,414. 


j 


164 


Me 


-(CH 2 ) 2 -(4-MeO-Ph) 


398,400. 


jj 


165(ox) 


Et 


-fCH?W4-MeO-Pli) 


412. 




166(ox) 


Et 




396,398. 




167 fox) 


Et 


-CH 2 -2-Py 


369,371. 


j 


168 


Me 


-CH 2 -3-Py 


355,357. 


n 


169(ox) 


Et 


-CH 2 -3-Py 


369,371. 


I 


170(ox) 


Et 


-CH 2 -4-Py 


369,371. 




171 (ox) 


Et 


-(CH 2 ) 2 -2-Py 


383,385. 




172 


Me 


-(CH 2 ) 2 -3-Py 


369,371. 




173a(ox) 


Et 


-(CH 2 ) 2 -3-Py 


383,385. 




173b 


Me 


-(CH 2 ) 2 -(2-Cl-3-Py) 


405. 




174 _ 


Me 


-(CHaMfrCl-3-Py) 


405. 




175 


Me 


-(CH 2 ) 2 -(2-Me-3-Py) 


383,385. 




176 


Me 


-(CH 2 ) 2 -(6-Me-3-Py) 


383,385. 
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Ex 
(Salt) 


R 32 


R 


FMS 


Syn 


177 


Me 


-(CH?Y>-(2-MeO-3-Pv) 


399,401. 


1 


178 


Me 


-(CHoWe-MeCW-Pv} 


399,401. 


1 




Me 




385 387 


10 


180(HBri 

1 UW^I 1 La/I f 


Me 




385,387. 


10 


181 fox} 


Et 


-fCH^W6-HO-3-Pv) 


399,401. 


10 


182 


Me 


-CH-i CHfPh Y3 -P v) 


445 ? 447. 


1 




Ft 




383 385 


1 


184 


Me 




385 387 


1 




Me 


-CHi-3-oxPv 

V^IJ.2 — ' vAJ. JT 


371,373. 


13 


1 86(oxl 


Et 


-CH^-4-oxPv 


385,387. 


13 




Me 


-(CB>Y>-2-oxPv 

^V-^JL. 1- 2. J 2. vA-l _T 


385,387. 


13 


188(ox) 


Et 




399. 


13 


189 


nPr 


-(CIl>V3~oxPv 


413,415. 


12 


190fox^ 


Me 


-CHf Me^CHoO -oxPv 


399,401. 


13 


191 


Me 


-CH9CHfMeV3 -oxP v 


399,401. 


13 


192 


Me 


-CH 2 C(Me) r 3-oxPy 


413,415. 


13 


193 


Me 


-CH 2 CH(Ph)-3"OxPy 


461,463. 


13 


194 


Me 


-(CH 2 )2-(2-Me-3-oxPy) 


383,385. 


13 


195(ox) 


Me 


-(CH 2 ) 2 -(4-Me-3-oxPy) 


399,401. 


13 


196 


Me 


-(CH 2 ) 2 -(6-Me-3-oxPy) 


383,385. 


13 


197(ox) 


Me 


-(CH 2 ) 2 -4-oxPy 


385,387. 


13 


198 


Me 


-(CH 2 ) 3 -3-oxPy 


399,401. 


13 


199(ox) 


Et 


-CH 2 -cPr 


336,338. 


1 


200 


Me 




348,350. 


11 


201 (ox) 


Et 




362,364. 


1 


c.\Jc. 






344,346. 


11 


203 


Me 


-(CH 2 ) 2 -2-The 


374,376. 


11 


204(ox) 


Et 


-(CH 2 ) 2 -2-The 


390. 


1 


205(ox) 


Me 


-(CH 2 ) 2 -(4-thia) 


375,377. 


1 


206(ox) 


Me 


-(CH 2 ) r (4-Me-5-thia) 


389,391. 


1 


207(ox) 


Et 


-(CH 2 ) 2 -pipe 


389,391. 


1 


208(ox) 


Et 


-(CH 2 ) 2 -mor 


391,393. 


1 


209 


Me 


-(CH 2 ) 2 -(2-bthia) 


427. 


1 


210 


Me 


-(CH 2 >2-(8-quin) 


419. 


1 


211 


Me 


-(CH 2 ) 2 -(2-quin) 


419,421. 


1 



PCT/JP02/09350 

55 



Ex 
(Salt) 


R 32 


R 35 


FMS 


Syn 


212 


Me 


-(CH 2 )r(2-oxquin) 


435,437. 


13 


213(ox) 


Et 


P 


403,405. 


1 


214 


Me 


-fCHA-l-imid 

1 VXA^Ij JL 1111 Aw 


372,374. 


11 


215(ox) 


Et 


-(CH 2 ) 3 -l-iraid 


386,388. 


1 


216(ox) 


Me 


-CH 2 -CONH-(3-oxPy) 


414. 


13 


217(ox) 


Me 


-(CH 2 ) 2 -0-(3-oxPy) 


401,403. 


13 


218 


Me 


-(CH z ) 2 -NHCO-(3-oxPy) 


430. 


13 


219 


Me 


-(CH 2 ) 2 -CONHCH 2 -6-imidthia 


471,473. 


11 


220(ox) 


Et 


-OCHzCHCMe^ 


350,352. 


1 


221 (ox) 


Et 


-NHPh 


369,371. 


1 


222 


Me 


-NH 2 


279,281. 


1 


223 


Me 


-CH 2 -4-oxPy 


371,373. 


13 



(£10) 




Ex 
(Salt) 


R 35 


FMS 


Syn 


224 


1 ,2-diEt-tetrahydro-pyrazol-3 -yl 


378. 


1 


225 


-CH 2 -(l-HO-cHex) 


364. 


1 


226 


-(CH 2 ) 2 -(indol-3-yl) 


395. 


1 


227(HCI) 


-(CH 2 ) 2 -(5-HO-indol-3-yl) 


411. 


1 


228 


-(CH 2 ) 2 -NH 2 


295. 


1 


229 


-(CEbk-NHCO-O-Py) 


400. 


18 


230 


-(CHj^-SOzNMez 


402 


18 


231 


X? 


352. 


1 


232 




384. 


13 
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Ex 
(Salt) 


r-i35 


rlVlO 


oyi i 


233 


cPen 


320. 


n 


234 


2-(4-mor)-cPen 


405. 


n 


235 


(trans>4-HO-cHex 


350. 


n 


236 


cHep 


348. 


ii 


237 


4-(4-mor)-tetrahydrofuran-3-yl 


407. 


ii 


238 


-CH 2 C(Me) 2 CH 2 OH 


338. 


n 


239 


-CH 2 CH(OH)CH 2 OH 


326. 


ii 


240 


-CH 2 -CH=CH 2 


292. 


ii 


241 


-CH 2 -cPr 


306. 


ii 


242 




JJ\J. 


ii 


243 


-CHo-2-Fur 


332. 


n 


244 


-CHo-2-The 


348. 


n 


24^ 


-CHo-(5-Br-2-The) 


426. 


ii 


246 


-CH 2 -2-Py 


343. 


ii 


247 


-CHt3-Py 


343. 


n 


248 


-CH 2 -4-Py 


343. 


n 


94Q 


-CHo-C5 -Me~t)Yrazin-2-yl) 


358. 


ii 


250 


-CH 2 - 1 ,3 -benzodioxol-5-yl 


386. 


ii 


251 


-fCH 2 ) 2 -(4-HO-Ph) 


372. 


ii 


252 


-(CH 2 ) 2 -2-The 


362. 


ii 


253 


-(CH 2 ) 2 -5-imid 


346. 


i i 

n 


254 


//HTT \ n T>,, 

-(CH 2 ) 2 -3-Py 


357. 


11 


255 


-(CH 2 )2-4-Py 


357. 


11 


256 


-(CH 2 ) 2 -0-(CH 2 )2-OH 


340. 


11 


257 


-(CH 2 ) 3 -SMe 


340. 


11 


258 


0 


377. 


ll 


259 


-(CH 2 ) 3 -l-iniid 


360. 


11 



WO 03/026661 
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(*1 1) 




Ex 
(Salt) 


r«31 


R 


rMb 


Syn 


260 


Ph 


Me 


307. 


12 


261 


4-Et-Ph 


Me 


335. 


12 


262 


4-iPr-Ph 


Me 


349. 


12 


263(ox) 


3-F-Ph 


Me 


325. 


12 


264(ox) 


3-F-Ph 


Et 


339. 


12 


265(ox) 


2,4-diF-Ph 


Me 


343. 


12 


266(HCI) 


2,4-diF-Ph 


Et 


357. 


12 


267(ox) 


2,5-diF-Ph 


Me 


343. 


12 


268(ox) 


2,5-diF-Ph 


Et 


357. 


12 


269(ox) 


3,4-diF-Ph 


Me 


343. 


12 


270(ox) 


3,4-diF-Ph 


Et 


357. 


12 


271 


3,4,5-triF-Ph 


Me 


361. 


12 


272 


3,4,5-triF-Ph 


Et 


375. 


12 


273(ox) 


4-F-3-CF 3 -Ph 


Me 


393. 


12 


274(ox) 


4-F-3-CF 3 -Ph 


Et 


407. 


12 


275 


3-Cl-Ph 


Me 


341. 


12 


276 


3-Cl-Ph 


Et 


355. 


12 


277 


3-Cl-4-Me-Ph 


Me 


355. 


12 


278 


3-Cl-4-F-Ph 


Me 


359. 


12 


279 


3,4-diCl-Ph 


Et 


389,391. 


12 


280 


3,4-diCl-Ph 


Me 


375. 


12 


281 


3,5-diCl-Ph 


Me 


375. 


12 


282 


4-Cl-Ph 


Me 


341. 


12 


283 


4-Cl-Ph 


Et 


355. 


12 


284 


3-Br-Ph 


Me 


385,387. 


12 


285 


3-Br-4-F-Ph 


Me 


403,405. 


12 


286 


4-I-Ph 


Me 


433. 


12 


287 


4-Me0 2 C-Ph 


Me 


365. 


12 


288 


4-H0 2 C-Ph 


Me 


351. 


2 


289 


3-0 2 N-Ph 


Me 


352. 


12 


290 


3-0 2 N-Ph 


Et | 366. 


12 



PCT/JP02/09350 



Ex 
(Salt) 


R 


D 32 

R 


rMo 


Ciin 

oyn 


291 


3-H 2 N-Ph 


Et 


336. 


4 


292 


1 ,3-benzodioxol-5-yl i 


Et 


365. 


12 


293 


1 ,3-benzodioxol-5-yl 


Me 


351. 


12 


294 


2, 1 ,3-benzoxadiazol-5-yl 


Me 


349. 


12 


295 


5-bthio 


Me 


363. 


12 ! 


296 


2, 1 ,3 -benzoxadiazol-5-yl 


Et 


363. 


12 


297(HCI) 


3,5-dLF-Ph 


Me 


343. 


12 


298(HCM 


3,5-diF-Ph 


Et 


357. 


12 


299(HCI) 


4-Cl-2-F-Ph 


Me 


359. 


12 


300(HCI) 


4-Cl-2-F-Ph 


Et 


373. 


12 


301 (HCI) 

W 111 1 1 / 


4-Cl-3-F-Ph 


Me 


359. 


12 


302(HCI) 


4-Cl-3-F-Ph 


Et 


373. 


12 


303(HCI) 


6-Cl-3-Py 


Me 


342. 


12 


304(HCI) 


6-Cl-3-Py 


Et 


356. 


12 


305(HCI) 


6-EtO-3~Py 4 


Me 


352. 


12 


306(HCI) 


6-EtO-3-Py 


Et 


366. 


12 


307 


5-Br-2-The 


Me 


391,393. 


12 


308 


4-Py 


Me 


308. 


12 


309 


5-Br-2-F-Ph 


Me 


403. 


12 


310 


5-Br-2-F-Ph 


Et 


417. 


12 


311 


2,3,5-triF-Ph 


Et 


375. 


12 


312 


2,3,5-triF-Ph 


Me 


361. 


12 


313 


2 3-diF-Ph 


Me 


343. 


12 


314 


2,3-diF-Ph 


Et 


357. 


12 


315 


2 2-diMe-2H-benzopyran-6-yl 


Me 


389. 


12 


316 


2,4,5-triF-Ph 


Me 


361. 


12 


317 


4-Br-2-F-Ph 


Et 


403. 


12 


318 


4-Br-2-F-Ph 


Me 


417. 


1 12 


319 


2,4,5-triF-Ph 


Et 


375. 


12 


320(ox) 


4-F-Ph 


Me 


325. 


12 


321 (ox) 


4-F-Ph 


Et 


339. 


12 


322(ox) 


3,5-diBr-Ph 


Me 


465. 


12 


323(ox) 


3,5-diBr-Ph 


Et 


479. 


12 


324(ox) 


3-Cl-5-F-Ph 


Me 


359. 


12 


325(ox) 


3-Cl-5-F-Ph 


Et 


373. 


12 


326(ox) 


3-Br-5-F-Ph 


Me 


403,405. 


12 


327(ox) 


3-Br-5-F-Ph 


Et 


417,419. 


12 



WO 03/026661 



(3U lflfc*) 



58 
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mi 



Ex 

(Salt) 


R 31 


d32 

R 


rMo 


oyn 


328(ox) 


4-Br-3-F-Ph 


Me 


403,405. 


12 


329(ox) 


4-Br-3-F-Ph 


Et 


417,419. 


12 


330(ox) 


3,5-diCl-Ph 


Et 


389. 


12 


331 (ox) 


3-Br-4-F-Ph 


Et 


417,419. 


12 


332(ox) 


3-Br-Ph 


Et 


399,401. 


12 


333 


2,3,4-tri-F-Ph 


Me 


361. 


12 


334 


2,3,4-tri-F-Ph 


Et 


375. 


12 


335 


4-NC-Ph 


Me 


332. 


12 


336 


4-NC-Ph 


Et 


346. 


12 



(^1 2) 



r3 i A N A ^ 

'34 



Ex 

(Salt) 


R 31 


R 32 


R 33 


R 34 


R 35 


FMS 


Syn 


337a 


Ph 


Me 


H 


H 


4-(HOCH 2 CH 2 ) 
-Ph 


306. 


11 


337b 
(HBr) 


3-Cl-Ph 


Me 


-H 


-H 


Me 


234. 


6 


338 


3-Cl-Ph 


Et 


-H 


-H 


-CH 2 CH(Me) 2 


290. 




339 
(ox) 


3-Cl-Ph 


Me 


-H 


-H 


-(CH 2 ) 3 -(3-Py) 


339. 




340 
(ox) 


3-Cl-Ph 


Me 


-H 


-H 


-(CH^-NH 
-(5-CN-2-Py) 


365. 




341 


4-Cl-Ph 


Et 


-H 


-H 


-CH 2 CH(Me) 2 


290. 




342 
(HCI) 


4-Br-Ph 


Me 


-H 


Me 


-(CH 2 )2-OH 


322. 




343 


4-Br-Ph 


Me 


-F 


-H 


-(CH 2 ) 2 -3-03d>y 


403,405. 


12 


344 


4-OHC-Ph 


Me 


-H 


-H 


l,3-benzodioxol-5 

-yi , 


334. 


6 


345 


2-HO-Ph 


Me 


-H 


-CH2CF3 


4-MeO-Ph 


390. 


7 


346 
(ox) 


4-(HOCH 2 )-Ph 


Me 


-H 


-H 


-(CH 2 ) 2 -(3-Py) 


321. 


3 
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Ex 

(Salt) 


R 31 


R 32 


R 33 


R 34 


R 35 


FMS 


Syn 


347 


4-Py 


Me 


-H 


-H 


l,3-benzodioxol-5 
-vl 


307. 


1 


348 


1,3-benzodioxol 
-5-yl 


Et 


-H 


-H 


-CH 2 CH(Me) 2 


300. 


1 


349 
(ox) 


3-Cl-4-F-Ph 


Et 


-H 


-Me 


-(CH 2 )2-NMe2 


337. 


1 



Ex 


NMR 


1 


1.17(3H J t) J 2.28(3H )S ),3.25-3.55(2H ) br),6.25(lH, S ) ) 7.29(lH,s),7.65(2H ) d) ) 8.25(2H ) 
d). 


2 


2.31(3H,s) J 3.32(2H > br) 5 3.57-3.59(2H J m),4.77(lH,s) ; 6.35(lH > s),7.46(lH > br),8.02(2 
H,d\8.41(2H,d),13.03(lH,s). . -__ 


3 


2.35(3H,s),3.76(3H,s) ) 4.57(2H,brd) > 5.26(lH ) brt),6.46(lH,s),6.97(2H,d) ) 7.43(2H, 
d),7.61(2H,d),8.29(2H,d),9.33(lH,s). 


4 


(CDCl3):2.37(3H,s),3.59-3.62(2H,m) ) 3.83(2H,t),5.10(lH,s),6.U5UH>s;>»-O5' 
H,m),8.14-8.18(2H,m). 


5 


(CDCl 3 ):2.42(3H,s),3.65-3.69(2H,m) s 3.88(2H,t) J 5.16(lH J s),6.16(lH,s),6.37(2H > t) J 
7.16(2H,t),7.44-7.47(2H,m),8.39-8.42(2H > m). 


6 


2.33(3H 5 s),3.76(3H ; s) > 3.83(3H ) s),6.41(lH,s) ) 6.97(2H,d),7.03(2H > d),7.61(2H,brd), 
8.29(2H,d),9.27(lH 5 s). 


7 


2.40(3H J s),6.55(lH,s) J 6.88-6.94(2H J m) ) 7.22-7.30(2H,m) J 7.36(lH,dt) 5 7.65-7.68(2 
H,m),8.26(lH,dd),9.82(lH,s),14.11(lH,s). 


8 


2.46(3H J s),2.84(3H ) s),3.02(3H ) s) > 3.73(2H,s) > 6.55(lH,s),6.96-7.05(3H J m),/.36(lH ) 
t),7.43(lH,dt),7.57(2H,brd),7.58(lH,brs) 1 8.18(lH,d),10.53(lH,brs). 


9 


(CDCl 3 ):2.42(3H,s) ) 3.72(2H J s) > 6.43(lH, S ),6.84-7.02(3H > m) > 7.15(lH,d),7.32-7.43 
(4H,m),8.37(lH,dd). _ 


10 


2.35(3H ) s),3.12(2H,t) J 3.74(2H ) t) > 6.25(lH,d) ) 6.37(lH ) dd) J 6.47(lH ) s) ) 7.32(2H,d) ) 7. 
61(2H,d) 5 8.03(lH,d),9.74(lH ) s) ) 9.9KlH,s) ! 13.90-14.40(lH,br). 


12 


1.21(3H,t) J 2.55(2H ) q),2.87(2H,t),3-50-3.80(2H,m),6.28(lH,s),7.27(lH > d),7.33(lH, 
dd),7.42-7.55(2am).8.06(lH > d) 5 8.18(lH,s),8.27-8.35(lH,m),8.41(lH ) dd). 


13 


2.28(3H,s) J 2.86(2H ) t),3.50-3.80(2H,m) > 6.27(lH,s),7.25(lH > d),7.32(lH J t) ) 7.37-7.47 
(lH,m) J 7.65(2H,d) J 8.06flH.d\8.18(lH J s),8.25(2H 5 d). 


30 


1.21(3H,t),2.50-2.60(2H ) m),3.40-3.60(4H,m),4.74(lH,t),6.34(lH,s) > 8.07-8.12(2H, 
m). 



WO 03/026661 



PCT/JP02/09350 



61 



Ex 


InIViK 


32 


2.29(3H J s),3.40-3.55(2H, m ) > 3.55-3.60(2H J m),6.34(lH 5 s),7.35-7.55(3H ) m) ) 8.24-8.3 
0(2H,m). 


33 


1.22(3H ; t),2.58(2H > q),3.35-3.80(4H,m) ) 4.77(lH,t),6.34(lH > s),7.10-7.45(lH > br) > 7.4 
5-7.56(2H,m),8.25-8.38(2H,m). 


36 


1.22(3H,t) ) 2.57(2H > q),3.30-3.75(4H > m),4.77(lH J t) ) 6.33(lH,s),7.10-7.60(2H,m) > 8.2 
5-8.38(lH,m),838-846(lH,dd). 


37 


(CDCl 3 ):2.41(3H,s),3.64-3.66(2H,m),3.86-3.90(2H,m),5.18(lH > s),6.18(lH ) s),7.50 
(lH,d),8.18-8.21(lH,m),8.46(lH,d). __ 


38 


1.22(3H J t) ) 2.58(2H,q) > 3.35-3.70(4H ) m) ) 4.77(lH ) t) ) 6.34(ias),7.20-7.60(lH > br),7.6 
7(lH 5 d),8.28(lH,dd),8.45(lH,d)- 


42 


1.22(3H,t) ) 2.56(2H,q) J 3.35-3.55(2H ) m),3.55-3.63(2H,m) J 4.76(iat),6.31(lH ) s) ) 7.1 
5-7.45(lH,br),7.51(2H,d),8.34(2H,d). 


61 


(CDCl 3 ):244(3H ) s),3.68-3.72(2H J m),3.89-3.93(2H J m),5.24(lH ) s),6.23(lH J s),7.61 
(lH 1 t),8.26-8.29(lH,m),8.70(lH,dd),9.22(lH,t). 


82 


1.20(3H ? t),2.53(2H J q) > 3.36-3.54(2H,m) > 3.55-3.62(2H,m),4.75(lH ) t),6-08(2H,s),6.2 
3(lH,s),6.98(lH.d\7.10-7.35(lH,br),7.80(lH,d),7.94nH,dd). 




2.33(3H ! s),3.42-3.61(4H ) m),4.78(lH,t) > 6.41(lH,s) J 8.12(lH ) dd) > 8.56(lH > dd)8.82(l 
H s) 


90 
(ox) 


0.94(3H > t),1.22(3H,t) > 1.59(2H,sextet),2.58(2H,q),3.20-3.50(2H,m),6.30(lH ! s),7.51 
(lH,s),7.67(2H,d),8.25(2H,d). 


95 
(ox) 


0.93(6H,d) ) 1.88(lH,septet) > 2.29(3H,s),3.10-340(2H > m) ) 6.32(lH,s),7.52(lH,s),7.67 
(2H,d),8.23(2H,d). 


96 
(ox) 


0.93(6H,d),1.22(3H ) t),1.80-1.98(lH,m),2.57(2H ) q),3.00-3.40(2H,m) ) 6.32(lH,s) ) 7. 
40-7.60(lH,br),7.67(2H,d),8.24(2H,d). 


99 
(ox) 


0.94(9H > s) 5 1.22(3H > t) > 2.58(2H J q) ) 3.15-3.45(2H > m),6-40(lH,s),7.35-7.55(lH ) br),7.6 
8(2H,d),8.25(2H,d). 


104 
(ox) 


1.40-1.80(6H J m),1.90-2.05(2H 5 m) J 2.29(3H,s),4.15-4.55(lH,m),6.28(lH,s) ) 7.48(l 
H,d),7.67(2H,d),8.23(2H,d). 


108 
(ox) 


1.10-1.50(7H J m) ) 1.70-2.00(4H,m) ) 2-70-2.85(2H J m),3.30-3.55(lH,m),3.55-4.50(l 
H,m),6.57(lH,s)J.84(2H,a),5.ziUri.a;><'- /u-y.omin,Drj. 


111 

(ox) 


1.21(3H ) t) ) 2.58(2H ) q),3.90-4.20(2H J m) ) 5.11(lH 5 dd) 1 5.23(lH,dd),5.85-6.05(lH > m), 
6.32(lH,s),7.57-7.64(lH 5 m),7.66(2H 1 d),8.25(2H,d). 


113 
(ox) 


1 . 1 7(3H,d), 1 .21(3H,t),2.57(2H,q),3 .38(lH,dd),3.50(lH,dd),3 .90-4.50(lH,m),6.3 1 
(lH,s),7.10-7.50flH,br),7.67(2H,d),8.24(2H,d), 


119 
(ox) 


L12(3H,d) J 1.22(3H,t) ) 2.58(2H,q) ) 3.00-3.60(2H,m),3.70-3.95(lH,m) ) 6.37(lH J s),7. 
20-7.60(lH,br),7.67(2H,d),8.25(2H,d). 


120 
(ox) 


0.9 l(3H,t), 1 .2 1 (3H,t),l .28-1 .60(2H,m),2.57(2H,q),3 . 1 0-3 . 70(3H,m),6.3 6(lH,s),7.2 
5-7.60(lH > br),7.67(2H,d),8.24(2H,d). 
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(*1 3 lit) 



Ex 


NMR 


123 
(ox) 


1.22(3H,t) ) 1.74(2H,qubtet) J 2.58(2H > q) ) 3.15-3.75(4H,m),6.31(lH J s),7.40-7.60(lH, 
br),7.68(2H,d),8.25(2H,d). 


125 
(ox) 


1.22(3H,t),2.58(2H,q),3.00-3.50(3H,m),3.50-3.80(2H > m),6.38(lH,s),7.00-7.60(lH, 
br),7.67(2H,d),8.25(2H,d). 


133 
(ox) 


1 .21(3H,t),l .81(2H,quintet),2.58(2H,q),3.24(3H ) s),3 .30-3.50(4H,m),6.29(lH,s),7.4 
0-7.60(lH,br) ) 7.67(2H,d),8.25(2H,d). 


138 
(ox) 


2.32(3H,s),2.84(2H,t),3.60-3.70(2H,m) ) 6.37(lH ) s),7.67(2H ) d) ) 7.77(lH,s) > 8.26(2H, 
d). 


170 
(ox) 


1.21(3H,t),2.59(2H,q) > 4.55-4.80(2H > m),6.39(lH,s),7.41(2H,d),7.63(2H J d),7.95-8.1 
0(2H,m),8.18(2H,d),8.53(2H,d). 


172 
i (ox) 


2.29(3H,s),2.93(2H ) t) ) 3.55-3.80(2H,m),6.30(lH,s) > 7.35(lH,dd),7.59(lH,s),7.67(2 
H,d),7.74(lH,d) ) 8.24(2H ) d),8.43(lH,d) ) 8.50(lH,s). 


173a 
(ox) 


1.21(3H J t),2.58(2H,q),2.95(2H,t),3.55-3.80(2H J m),6.30(lH,s),7.39(lH,dd) > 7.64(l 
H,s),7.68(2H ) d),7.79(lH,d),8.25(2H,d),8.45(lH,d),8.53(lH,s). 


180 
(HBr) 


2.45(3H,s),2.69(2H,t),3.52,3.73(total 2H,q) 5 6.32-6.40(lH,m),6.57,6.87(total 1H, 
s) ) 7.30-7.36(lH J m),7.50(lH,dd),7.90(2H,d),8.04,8.12(total 2H,d),9.35(lH,s),13.0- 
14.0(lH,br). 


183 
(ox) 


1.21(3H,t),2.57(2H,q) ) 2.96(2H ) t) ) 3.60-3.80(2H,m) > 6.29(lH,s) 5 7.40(2H > d) > 7.57(lH, 
s),7.68(2H ) d),8.25(2H,d),8.52(2H,d). 




1.21(3H,t),2.58(2H s q),4.50-4.70(2H > m),6.36(lH,s),7.36(2H,d) > 7.63(2H,d),7.96(lH s 
t),8.15(2H ) d),8.20(2H,d). 


188 

(ox) 


1.21(3H J t),2.57(2H,q),2.87(2H,t),3.50-3.80(2H ) m),6.29(lH J s),7.27(lH,d) J 7.34(lH ) 
dd),7.48-7.58(lH,m),7.67(2H,d),8.07(lH,d),8.20(lH,s),8.25(2H,d). 


190 
(ox) 


1.20(3H ) d) 5 2.27(3H,s),2.70-2.90(2H,m),4.40-4.60(lH,m),6.25(lH,s) J 7.22-7.32(2H, 
m),7.42(lH,d),7.66(2H,d),8.02(lH ) d),8.14(lH,s),8.21(2H J d). 


191 


1.28(3H > d),2.26(3H,s),3.05-3.15(lH,m),3.50-3.70(2H,m),6.25(lH,s),7.25-7.45(3H J 
m),7.65(2H,d),8.04(lH,d),8.17(lH,s),8.24(2H ) d). ! 


197 
(ox) 


2.29(3H ; s) ) 2.89(2H,t),3.55-3.75(2H^i) ) 6.29(lH 5 s),7.32(2H,d),7.54-7.62(lH,m),7.6 
8(2H,d) ) 8.14(2H,d),8.23(2H,d). 


198 


1.82-1.92(2H ) m),2.28(3H ) s),2.64(2H J t),3.30-3.50(2H,m),6.26(lH,s),7.24(lH,d) J 7.3 
4(lH,t),7.37-7.43(lH,m),7.65(2H,d),8.08(lH J d),8.17-8.22(3H ) m). 


201 
(ox) 


1.21(3H J t),1.50-1.65(lH,m) ) 1.70-2.00(3H,m),2.56(2H > q),3.00-3.60(2H,m),3.64(l 
H,dd) ) 3.80(lH,dd),4.01(lH ) quintet),6.36(lH,s),7.40-7.60(lH,br),7.67(2H,d) ) 8.25(2 
H,d). 


265 
(ox) 


2.28(3H J s) 5 2.86(2H ) t),3.30-4.00(2H,m),6.31(lH,s),7.00-7.50(4H,m),7.50-7.80(lH ) 
br),7.80-8.50(3H,m). 


266 
(HCI) 


1.24(3H s t) J 2.77(2H > q) ; 3.06(2H,t),3.75-3.86(2H 5 m),6.74(lH,s),7.38(lH,dt),7.58(l 
H > dt),7.65-7.80(lH ; m),7.80-8.10(2H,m),8.50-8.65(lH,m),8.72(lH,s). 
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Ex 


NMR 


267 
(ox) 


2.29(3H,s),2.87(2H ) t),3.30-4.00(2H,m) ) 6.33(lH,s),7.26(lH ) d) ) 7.30-7.40(3H,m) > 7.5 
5-7.80(2H,m),8.09(lH,d),8.17(lH,s). 


268 
(ox) 


1.20(3H,t),2.57(2H,q),2.87(2H,t),3.40-3.80(2H,m),6.33(lH ) s),7.27(lH,d) ) 7.30-7.4 
0(3H,m),7.55-7.80(2H,m) ) 809(lH,d) > 8.18(lH,s). 


269 
(ox) 


2.28(3H,s) J 2.87(2H,t),3.55-3.80(2H,m),6.28(lH,s) J 7.26(lH,d),7.30-7.35(lH,m) J 7.4 
5-7.55(2H ) m),8.06(lH,d),8.12-8.24(3H,m). 


270 
(ox) 


1.21(3H,t) > 2.57(2H,q),2.87(2H > t) J 3.60-3.80(2H 3 m) 5 6.28(lH,s) 5 7.27(lH ) d),7.30-7.3 
5(lH > m) J 7.46-7.56(2H,m),8.06(lH,d) J 8.14-8.26(3H,m). 


2/1 


2.29(3H,s),2.86(2H,t),3.60-3.80(2H J m) 5 6.28(lH 5 s) 5 7.20-7.36(2H,m),7.44-7.60(lH, 
m),8.00-8.14(3H,m),8.18(lH,s). 


272 


1.20(3H,t),2.56(2H,q) ) 2.86(2H,t),3.65-3.75(2H > m) J 6.29(lH ) s),7.25-7.34(2H,m),7.4 
0-7.60(lH,m),8.05-8.12(3H,m),8.18(lH,s). 


275 


2.29(3H J s),2.87(2H,t) > 3.55-3.80(2H,m),6.29(lH,s),7.26(lH,d),7.33(lH,dd),7.36-7. 
55(3H,m),8.06(lH > d),8.18(lH,s),8.23-8.30(2H,m). 


276 


1.21(3H,t),2.57(2H ) q),2.88(2H > t),3.50-3.80(2H,m) > 6.29(lH,s) ) 7.27(lH,d),7.33(lH ) 
dd) > 7.4O-7.55(3H,m),8.07(lH,d),8.18(lH J s),8.25-8.34(2H > m). 


278 


(CDCl 3 ):2.40(3H ) s),2.96(2H ) t) ) 3.73-3.77(2H,m),5.03(lH > s) ) 6.10(lH,s),7.16-7.26(3 
H J m) ) 8.10-8.12(lH,m),8.15(lH,s),8.25-8.29(lH > m),8.45(lH J dd). 


279 


(CDCl 3 ):1.29(3H ) t),2.66(2H J q),2.97(2H J t),3.65-3.83(2H,ra) J 5.00-5.20(lH,br) J 6.11 
(lH ) s),7.19(lH,d) ) 7.24(lH ) dd),7.50(lH ) d),8.11(lH,d) > 8.15(lH,s) > 8.24(lH,dd),8.49 
(lH,d). 


280 


(CDCl 3 ):2.40(3H,s) ) 2.96(2H > t),3.72-3.77(2H ) m),4.99(lH > s),6.11(lH > s) ) 7.16-7.26(2 
H J m) > 7.51(lH,d),8.10-8.12(lH,m),8.15(lH ; s),8.22(lH,dd),8.48(lH > d). 


282 


(CDCl 3 ):2.41(3H J s),2.97(2H J t) ) 3.70-3.77(2H ) m) > 4.87(lH > s),6.10(lH,s) > 7.14-7.25(2 
H,m),7.39-7.43(2H^n),8.10-8.12(lH,m),8.15(lH,s) ) 8.30-8.34(2H 1 m). 


283 


1.21(3H,t),2.57(2H ) q) ) 2.88(2H,t) ) 3.68(2H,m),6.27(lH,s),7.26(lH 5 m) ) 7.34(lH,m) ) 
7.42(lH,m),7.52(2H,d),8.08(lH,d),8.19(lH,s),8.34(2H > d). 


286 


(CDCl 3 ):2.41(3H,s),2.97(2H,t) ) 3.73-3.75(2H,m),4.82(lH 5 s) J 6.11(lH 5 s) 5 7.14-7.26(2 
H,m),7.77-7.80(2H,m),8.09-8.14(4H,m). 


289 


(CDCl 3 ):2.61(3H 3 s) J 2.96-3.01(2H,m),3.77-3.79(2H,m),5.19(lH ) s) ) 6.17(lH,s),7.26- 
7.29(2H J m) ) 7.62(lH ) t),8.10-8.13(lH,m),8.16(lH ) s),8.27-8.30(lH J m),8.73(lH,dt) J 
9.24(lH,t). 


294 


2.33(3H,s) 5 2.90(2H,t),3.65-3.85(2H,m) 5 6.36(lH,s),7.2S-7.40(2H,m),7.50-7.70(lH ; 
m),8.06(lH ; d),8.08-8.15(lH ) m),8.21(lH,s),8.54(lH,d),8.82(lH,s). 


296 


1.24(3H,t) > 2.61(2H,q),2.92(2H,t),3.60-3.85(2H,m),6.35(lH,s),7.30-7.41(2H ) m) > 7.5 
5-7.65(lH,m),8.07-8.14(2H s m) ) 8.24(lH 5 s),8.53(lH,d),8.80(lH,s). 


297 
(HCl) 


2.50(3H ) s) J 3.03(2H,t),3.80-4.00(2H,m),6.63(lH,s),7.52-7.70(2H,m) ) 7.70-7.85(lH, 
m),7.95-8.20(2H > m) ) 8.35-8.52(lH,m) ) 8.63(lH > s),9.50-9.90(lH,br). 
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Ex 


911 C J _ — 1 

NMR 


299 
(HCI) 


2.45(3H J s) ) 2.95(2H J t),3.65-3.85(2H ) m),6.65(lH,s) J 7.40-7.65(3H > m) ; 7.78(lH,d),7.9 
2(lH,t) 1 8.29(lH,d)J.41(lH ) s),9.60-9.80(lH,br). 


300 
(HCI) 


1.24(3H,t),2.78(2H,q),2.90-3.25(2H,m) > 3-60-4.00(2H,m),6.76(lH J s),7.57(lH,d),7. 
62-8.20(4H,m),8.56aH,d),8.71(lH.s),9.95-10.20(lH,br). 


301 
(HCI) 


1.24(3H,t),2.78(2H ) q) ) 2.90-3.25(2H,m),3.60-4.00(2H,m),6.76(lH,s),7.57(lH,d),7. 
62-8.20(4H,m),8-56(lH,d),8.71(lH.s\9.95-10.20(lH,br). 


302 
(HCI) 


125(3H,t) ! 2.86(2H ) q) ) 3.05(2H J t),3.65-4.00(2H,m) > 6.67(lH ) s),7.66(lH,t) ) 7.75-7.95 
aH.m),8.21(lH > d\8.45(lH,d),8.49(lH,d),8.68(lH,s) ; 9.55-10.10(lH,br). 


303 
(HCI) 


2.52(3H J s),3.09(2H ) t) ) 3.80-4.00(2H ) m) ) 6-67(lH J s),7.74(lH,t),7.82(lH > d),8.00(lH ) 
d),8.61(lH,d) ! 8.76aH,dd),8.80(lH ; s),9.31(lH,d) ) 9.75-10.10(lH,br). 


304 
(HCI) 


125(3H,t),2.86(2H,q),3.07(2H 1 t),3.65-4.00(2H,m) J 6.68(lH ) s) ) 7.70(lH,t),7.81(lH, 
d)7 93(lH,d) ? 8.55{lH,d),8.60-8.80f2H,m),9.29(lH >S \9.55-10.00(lH 3 br). 




2.27(3H J s),2.85(2H ) t) > 3.57(2H,br),6.30(lH > s),7.17-7.36(3H,m),7.51(lH,s) l 7.61-7.7 
0(lH,m),7.98-8.21(3H,m). 


310 


1.19(3H > t) ; 2.55(2H s q),2.85(2H s t) ) 3.58(2H,br),6.31(lH,s),7.18-7.37(3H > m),7.52(l 
H,s),7.61-7.71(lH.m).7.97-8.21(3H,ra). 


311 


1.19(3H,t),2.56(2H ) q),2.85(2H J t),3.50-3.70(2H,m),6.33(lH ) s) ) 7.20-7.36^H 5 m; ) /.D 
0-7.68(3H,m),8.07(lH,d),8.16(lH,s). 


312 


2.28(3H,s),2.86(2H J t),3.50-3.70(2H,m),6-32(lH ) s),7.15-7.40(2H,m),7.45-7.70(3H, 
m),8.06(lH,d),8.16(lH,s). 


316 


2.27(3H ) s),2.85(2H J t) ) 3.50-3.65(2H ) m),6.29(lH > br),7.22(lH,d),7.29-7.34(lH,m) > 7. 
46-7.64(2H,m),7.88-8.02(lH,m),8.06(lH s d) ) 8.14(lH,s). 


317 


2.27(3H,s) ) 2.84(2H,t),3.57(2H ) br),6.29(lH J s) > 7.22(lH J d) J 7.32(lH ) t),7.42-7.54(2H ) 
m),7.60(lH,dd),7.80-7.97(lH,m) s 8.07(lH,d),8.14(lH,s): 


318 


1.18(3H,t) ! 2.54(2H,q),2.85(2H > t),3.58(2H ) br),6.31(lH J s) > 7.17-7.26(lH,d) ) 7.33(lH J 
t) 7 42-7 54(2H,m),7.60(lH,dd),7.83-7.98(lH,m),8.07(lH,d),8.15(lH,s). 


319 


1 18(3H 1 t),2.54(2H ) q),2.85(2H,t),3.50-3.65(2H J m) ) 6.29(lH,s) > 7.23(lH 5 d),7.30-7.3 
5(lH,m) J 7.45-7.55(lH,m),7.59(iadt),7.90-8.02(lH.m),8.06(lH,d),8.15(lH ) s). 


322 
(ox) 


2.29(3H,s) ) 2.87(2H,t),3.30-4.10(2H,m),6.31(lH,s) 5 7.20-7.40(2H ) m),7.45-7.75(lH, 
br),7.94(lH,t),8.06(lH,d),8.l8(lH,s),8.42(2H,d). . 


324 
(ox) 


2.30(3H,s),2.88(2H,t) > 3.30-4.05(2H J m),6.32(lH ) s) ) 7.20-7.45(2H,m),7.45-7.70(2H > 
m),7.99(lH,d),8.08(lH,d),8.l4(lH,s) 5 8.20(lH,s). 


326 
(ox) 


" 2.30(3H,s),2.88(2H,t) ) 3.35-4.05(2H,m) ) 6.32(lH,s),7.20-7.45(2H ) m) ) 7.45-7.75(2H, 
ra\8.02(lH,d),8.09(lH,d) ) 8.2l(lH,s),8.29(lH,s). 


328 
(ox) 


'"2.43(3H 5 s) ) 2.93(2H J t),3.40-4.05(2H,m) J 6.5l(lH,s) 5 7.39(2H ) d) > 7.94(lH ) t),8.09(lH J 
d\8.l4fiH,s),8.26(lH,d) > 8-3l(lH 2 ^ . 


338 


" (CDCl 3 ):l.0l(6H,d) ) l.32(3H,t) J l.85-2.0l(lH,m),2.68(2H ; q) ) 3.05-3.30(2H J m),4.80- 
5l0(lHbr) 5 6.l0flH,s),7.32-7.4l(2H J m) ) 8.23-8.29(lH.m).8.35-8.39(lH,m). 
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r*i a asm 


Ex 


lit in 

NMR 


339 
(ox) 


1.85-1.95(2H > m),2.30(3H,s),2.71(2H,t),3.20-3.60(2H,m),6.30(lH,s) > 7.35(lH,dd),7. 
46-7.60(3H,m),7.71(lH ) d),8.19(lH,d),8.26(lH > s),8.36-8.56(2H,m). 


341 


(CDCl 3 ):1.01(6H,d),1.31(3H > t),1.85-2.01(lH,m),2.68(2H ) q),3.05-3.30(2H,m) ) 4.80- 
5.05(lH,br),6.09(lH,s),7.39(2H,d) ) 8.32(2H,d). 


343 


2.32(3H ) m),2.92(2H,t) ) 3.74(2H ) m) J 7.25(lH,m),7.31(lH > m) > 7.65(2H 5 d),7.69(lH > 
m) I 8.05(lH,m) 1 8-16-8.20(3H,m). 


348 


(CDCl 3 ):1.00(6H ) d),1.30(3H,t) ) 1.84-2.00(lH ) m),2.66(2H,q),3.00-3.30(2H,m),4.75- 
5.05(lH J br),6.00(2H,s),6.04(ias , ),6.86(lH J d),7.88flH,d),7.97(lH 5 dd). 
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mi 4ii**) 



No 


R 31 


R 32 


R 33 


R 35 


A137 


2,5-diF-Ph 


Et 


H 




A138 


3,4-diF-Ph 


Et 


H 


A139 


3,4,5-triF-Ph 


Et 


H 




A140 


4-Cl-Ph 


Et 


H 




A141 


3,4-diCl-Ph 


Et 


H 




A142 


3-Cl-4-F-Ph 


Et 


H 




A143 


4-Cl-2-F-Ph 


Et 


H 




A144 


4-Cl-3-F-Ph 


Et 


H 




A145 


5-Br-2-F-Ph 


Et 


H 




A146 


2,l,3-benzoxadiazol-5-yl 


Et 


H 




A147 


2,3,5-triF-Ph 


Et 


H 





1 5) 




No 


R 35 


No 


R 35 


A148 


-(CH 2 ) 2 -(5-Me-3-oxPy) 


A156 


-CH 2 -CH(CH 2 OH)-3-oxPy 


A149 


-(CH 2 ) 2 -(5-Cl-3-oxPy) 


A157 


-CH 2 -CH(CONH 2 )-3-oxPy 


A150 


-(CH 2 ) 2 -(5-MeO-3-oxPy) 


A158 


-CH 2 -5-oxquin 


A151 


-(CH 2 ) 2 -(4-Cl-3-oxPy) 


A159 


-(CH 2 ) 2 -3-oxquin 


A152 


-(CH 2 ) 2 -(4-MeO-3-oxPy) 


A160 


-(CH 2 ) 2 -8-oxquin 


A153 


-(CH 2 )2-(5-OH-3-oxPy) 


A161 


-(CH 2 ) 2 -S-3-oxPy 


A154 


-CH 2 -CH(C0 2 Et)-3-oxPy 


A162 


-(CH 2 )2-NH-3-oxPy 


A155 


-CH 2 -CH(C0 2 H)-3-oxPy 


A163 


-(CH 2 ) 2 -N(Me)-3-oxPy 
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No 


R 41 


R 32 


No 


R 41 


R 32 


A164 


3-C1 


Me 


A169 


4-1 


Me 


A165 


3-N0 2 


Me 


A170 


3-C1 


Et 


A166 


3,4-diCl 


Me 


A171 


3,4-diCl 


Et 


A167 


3-C1-4-F 


Me 


A172 


3-C1-4-F 


Et 


A168 


4-C1 


Me 





mi 7) 




No 


R 31 


R 32 


R 33 


No 


R 31 


R 32 


R 33 


A173 


indol-5-yl 


Me 


H 


A194 


2,5-diF-Ph 


Et 


F ! 


A174 


benzofuran-5-yl 


Me 


H 


A195 


3,5-diF-Ph 


Me 


F 


A175 


2,3-dihydro-l,4 
-benzodioxin-6-yl 


Me 


H 


A196 


4-Cl-2-F-Ph 


Me 


F 


A176 


3-Br-4-Cl-Ph 


Me 


H 


A197 


4-Cl-2-F-Ph 


Et 


F 


A177 


3,4,5-triF-Ph 


Me 


F 


A198 


4-Cl-3-F-Ph 


Me 


F 


A178 


3,4,5-triF-Ph 


Et 


F 


A199 


4-Cl-3-F-Ph 


Et 


F 


A179 


4-Cl-Ph 


Et 


F 


A200 


5-Br-2-F-Ph 


Me 


F 


A180 


2, 1 ,3-benzoxadiazol 
-5-yl 


Me 


F 


A201 


5-Br-2-F-Ph 


Et 


F 


A181 


2,1 ,3-benzoxadiazol 
-5-yl 


-Et 


- F 


A202 


3-(l-Me-pyrr) 


Me 


H 
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(&1 7I»#) 



No 


R 31 


R 32 


R 33 


No 


R 31 


R 32 


R 33 


A182 


3,4-diF-Ph 


Me 


F 


A203 


4-pipe 


Me 


H 


A183 


3,4-diF-Ph 


Et 


F 


A204 


4-(l -Ac-pipe) 


Me 


H 


A184 


4-Br-3,5-diF-Ph 


Me 


H 


A205 


4-Br-3,5-diF- 
Ph 


Et 


H 


A185 


4-Cl-3,5-diCl-Ph 


Me 


H 


A206 


4-Cl-3,5-diCl 
-Ph 


Et 


H 


A186 


5-Br-3-Py 


Me 


H 


A207 


5-Br-3-Py 


Et 


H 


A187 


5-Br-2-Py 


Me 


H 


A208 


5-Br-2-Py 


Et 


H 


A188 


5 -Br-pyrimidin-3 -yl 


Me 


H 


A209 


5-Br-pyrimidi 
n-3-yl 


Et 


H 


A189 


3-Cl-4,5-diF-Ph 


Me 


H 


A210 


3-Cl-4,5-diF- 
Ph 


Et 


H 


A190 


4-Cl-2,5-diF-Ph 


Me 


H 


A211 


4-Cl-2,5-diF- 
Ph 


Et 


H 


A191 


5-Cl-2,4-diF-Ph 


Me 


H 


A212 


5-Cl-2,4-diF- 
Ph 


Et 


H 


A192 


5-Cl-3-Py 


Me 


H 


A213 


5-Cl-3-Py 


Et 


H 


A193 


2,5-diF-Ph 


Me 


F 


A214 


2,3,5-triF-Ph 


Me 


F 



(Hi 8) 




No 


R 35 


No 


R 35 


A215 




A217 


o 


A216 


-(CH 2 ) 2 -(5-MeO-3-oxPy) 


A218 


-(CH 2 ) 2 -(4-Cl-3-oxPy) 
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* <D m m 



1. ~« (I) Vw£tiZ^irfti>><D*V$i?l^*ftX\tt0W&!£$}K. 



-R n : 5£-A n -D H ^£tl6So 

R 12 ; 7 y -/K ^0^, -0-ift7/^/VX(/-OH 3&>e>ft5#J:!J»ft 

1 o^±©S*T?Stfe$tLTV>Tt £vM£$7/l^/Km-H 0 
R 13 : -H, ^^Xf47/V5t-n 0 

R 14 : lO^O^P^V^fli&Sih/tVvCfc £VM&®T/V^/VXte-H 0 
-R 15 : 5t-A 15 -D 15 T?^ $ tb 5 ^ 0 

a 15 : ^^X^ti^tim^fix^x-h i^tt7;^i^yS 

D 15 : -H ; -O-{£07/V3r/V ; «7^^/^I>*7 JJ —/V^fcfeS* 
^/ ; Xtt^mti^tv^ i^7 y ^/^ 07 




12 



(I) 



14 
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3. a" aMtffra-esfc *k 

D 11 sJS-tn^tUHft* tlTl^T^ J: V^T y -A'* t < l^l^TPft 
R 13 ri$-H X«7/V^"P T& 9 , 

r 14 #-h -efc 5, 

4. D n ;^;ft^tug^£;}xTVNTk iv^^-zK^^v^^y y/^u< 

5. If 1 fB«40>-JK!5S (I) -C^^tb§t°y 5 

6 . R 12 #7 y -/v, Apyy, -0-MT/v=3r/^t>*-OH j&»fefc<5#J: 

*n5io^±©a£-T?fliift*nTv^'t)j:vMSjRr/i'^ (fit, -fy^ 

7. A u #J*|fr&-CS>«K 

d 11 # * tLmtt * *lt v t> «t v ^ y -a* u < \t%mm^T umx 

R 13 Xtt7/vint*fo 9 , 
R 14 iS-HT&5, 
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8 . d" tfZti^timWs: £ fix v t> J: v ^ 7 ai ~/k ^y/myD/^K 

9 . fit^tSffl 1 !Eii<£>-iK ( I ) T^£ftS t° y 5: ^y||*xittc| 

^$nsio£ii±©STit**^TVNT't>j;v^iar/V'^v «au f y 

. T*fc5IS*«)«SH9lBic©ESI, 
11. A 11 WSg^Tfc "9 , 

d" ^^Hmem^tiTVNT^j:vNr y-/v^t< i^fi^fpi-e 

R 13 #-H Xfiy^XJ Tfe 0 , 
R 14 #-HTfc9> 

d 15 ^-h x«^n ; etLBm$^Tv>rfej;vNTy-/K ^^btm^ 

1 2. D 11 ^^^^tiftm$tiTVNT^«]:VN7x=/K <<vy&yt*yVAj£ 
i 3. -jR^ (ii) T^£*L5try ^^yR^Xtt^rosai^WKiSf** 
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(I I) 



R 22 : ^/KXri^^vV. 
R 23 : -HXf*7/V^-n 0 
R 24 : -H a 

R 25 : ^n-eftttm^tl/tV^ iVMS0T/V^r/^L< f*S/* a7H 
/>, 

(jfiU R 22 9vVT*£> 5 , ^o, R^^-H-CfcS^, 
R 2S M^£frTW£VM&®7/l^/i' ; 

2 o (^^-ettm $ ft t v n -5 # /w-^ /w-eg$i $ tvc v > 5 y ^ ; &t>* 
fiu 

6-y ^vv-N-p-t/nfc y ^-^/V^^/^-yrc^/Vt" y 5 5 
5 y, 

2-{[6-y ^-/v-2-(6-y ^ t° y /v) tr y s; *?y-4*4 iv\r 

2-{[2-(4-^ n^7i -/V)-6-y ^vv fc° V ^ v 5 ;l^]7^/}x^; 



WO 03/026661 



77 



PCT/JP02/09350 



[2-(4-^ P * 7 ^/k)-6-^ t° y 5 5* v- ^ P ^ ^ v-V^) T 5: > 

is. R 21 ^^titi^^t^rt),t^7x^K ^lo^a-^yy^L 
r 25 # t° y vvk ^-^ <y k t° y s^xtf-oH ^ b ft z> » «t u $ ft5K-e 

$ tit v >-c £ v ^mscr/v^jv^h $ m^omm 1 4 iE*^t;^t) 0 

16. »#©t5B8l3, 14Xtil5EtOft^*©H, 

s^p^-^p^^^^/^-e-^^t'y ^ ^y-4-<f^]7^}if/v)t° 

2- {[2-(3-^ P D-4-7/^n7i^^)-6-if/H;° y 5 $?JM-</l/]7 ? 7 } 

3- (2-{[6-> 9VW2-(3,4,5- h y 7/^n7x-/V)fp^ v?>--4-f ;V]T 5 7 } 

aifvi^tr y l-^-^r-jy K\ 

3-(2-{[2-(4-^ o^7i ~/V)-5- 7 SV* P -6- 7 f y $ v 5 Is-A-J /V]T ^ 

3-(2-{[2-(2,l,3--<^y , ^-^f-^T/>-/V-5-'<^)-6-^ fvKf y 5 ^-4--f 
jvyr 5 / y *S> F\ 

3-(2-{[6-^^/V-2-(3,4,5- h V 7 frir d7i ~/V) fc° ]} * ^y-4--f A-]7 5 7 } 
m^/V) tr y i? V 1-^ 3/ h\ 

2- {[6-^^/V-2-(3,4 > 5- h y 7^tD7x^)t° y 5 v>i/-4-^/^]T 5 7 }^ 

3- (2-{[2-(2,5--^7^^"P 7ai^;V)-6-^ y 5 $?y-4-^/l/]T 5 7 }^ 
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3-(2-{[2-(2,l,3-^yy^^f-^7/-/W5-'l' ;V)-6-xf >) ^ ^^-4->f 

/>]T 5 / } jL^/v)t 0 y i?y \-jr**s Y\ 

3-(2-{[2-(4-^ n u-2-y/Virv 7*~/U)-6-t ?7H? y 5 S?JM->f /V]T $ 
3-(2-{[2-(4-^ pn-3-7/VtP7i^;V)-6-^ fTUfcT U 5: *J y^.yf ;V]7 5 
3-(2-{[2-(5-^n^--2-7/W^-ci 7i=^>6-^ ^/Vt°y ? /l/]7 5; 

3-(2-{[6-^/V-2-(2,3,5- h U 7/Vtn7i^)t' P ^ ^v-4-^/V]T 5; J } 
3-(2-{[6-^ ^/V-2-(2,3,5- h y 7 ^^/U)fc° 9 ^ i?l/A-4 fr]7 ^ / } 

1 7. ff^CDiSffll 3, 14, 1 5X141 6mW,®b^-ftlfr<D4k&y>}$:%$M 

18. 4 is* y ^SHEiSjSfll-CfeSx f&3fc<E>*5ffl l 7f3ic<^IS&m, 

1 9. -r^y >^*iijpffl"c*>5, if^oisffli 7fa^©E^«u*«feo 

2 0. tt&ftft&ffl-CfcS. W*ol£Hl 7fB«OEH«fi^^ 0 
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